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INVENTOR (S) : 



PATENT ASSIGNEE {S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2006:768921 CAPLUS 
145:168915 

7- { 4- { 2- {2 , 6-dichloro-4-methylphenoxy ) ethoxy) phenyl ) - 
3, 9-diazabicyclo(3.3. 1 ] non-6-ene-6-carboxylic acid 
cyclopropyl- (2, 3-dimethylbenzyl) amide as inhibitors 

renin foe the treatment of hypertension 
Bezencon, Olivier; Bur, Daniel; Fiachli, Walter; 
Remen, Lubos; Richard-Bildatein, Sylvia; Sifferlen, 
Thierry; Weller, Thomas 
Actelion Pharmaceuticals Ltd., Switz. 
PCT Int. Appl., 26pp. 
CODEN: PIXXD2 
Patent 
English 
• 1 
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AB The invention relates to a novel 3, 9-diazabicyclo[3.3. 1] nonene 
derivative I, 

and the enantiomera thereof, and the use thereof as active ingredients in 
the preparation of pharmaceutical compns. A multistep preparation of I 
is described 

as well as resolution of the racemate to provide II. In renin inhibition 
assays, II displayed IC50 value of 0.3 nM. The invention also concerns 
related aspects including pharmaceutical compns. containing at least one 
compound of formula I or II and especially their use as inhibitors of 
renin. 

IT 903579-35-1P 

RL: PAC (Pharmacological activity); PEP (Physical, engineering or 
chemical 

process); PYP (Physical process); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); PROC 
(Process); USES (Uses) 
(preparation of 

{ [ (dichloromethylphenoxy) ethoxy] phenyl ) diazabicyclo [ 3 . 3 . 1 J no 

nenecarboxylic acid cyclopropyl (dimethylbenzyl) amide as inhibitors of 
renin for the treatment of hypertension) 

RN 903579-35-1 CAPLUS 

CN 3, 9-Diazabicyclo[3.3. 1] non-6-ene-6-carboxairu.de, 
N-cyclopropyl-7- [4- (2- (2,6- 

dichloro-4-methylphenoxy) ethoxy] phenyl) -N- [ (2, 3-dimethylphenyl) methyl ) - 

(9CI) (CA INDEX NAME) 
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CI 



IT 903579-36-2P 

RL: PAC (Pharmacological activity); PUR (Purification or recovery); SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological study); 
PREP (Preparation); USES (Uses) 
(preparation of 

1 [ (dichloromethylphenoxy) ethoxy) phenyl ) diazabicyclo (3. 3. l)no 

nenecarboxylic acid cyclopropyl (dimethylbenzyl) amide as inhibitors of 
renin for the treatment of hypertension) 

RN 903579-36-2 CAPLUS 

CN 3, 9-Diazabicyclo [3.3.1] non-6-ene-6-carboxamide, 
N-cyclopropyl-7- (4- [2- (2, 6- 

dichloro-4-methylphenoxy) ethoxy] phenyl }-N-{ (2, 3-dimethylphenyl ) methyl] -, 

(1R,5S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE 

FORMAT 
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DOCUMENT NUMBER: 145:62930 

TITLE: Heteroaryl -substituted azabicyclononene derivatives 

as 

renin inhibitors, their preparation, pharmaceutical 
compositions, and use in therapy 

INVENTOR(S): Bezencon, Olivier; Boss, Christoph; Bur, Daniel; 

Corminboeuf, Olivier; Fischli, Walter; Grisostomi, 
Corinna; Remen, Lubos; Richard-Bildstein, Sylvia; 
Sifferlen, Thierry; Weller, Thomas 

PATENT ASSIGNEE (S) : Actelion Pharmaceuticals Ltd., Switz. 

SOURCE: PCT Int. Appl., 70 pp. 

CODEN: PIXXD2 

DOCUMENT TYPE: Patent 

LANGUAGE: English 

FAMILY ACC. NUM. COUNT: 2 

PATENT INFORMATION: 
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OTHER SOURCE (S) : MARPAT 145:62930 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to heteroaryl-substituted azabicyclononene deriva. 
I, which are renin inhibitors. In compds. I, X is (un) substituted N, 0, 
or S; V is -L1-Z-L2-, where LI is -OCH2- or -CH2CH2-, L2 is a bond, 0, or 
CH2, and Z is 5-membered heteroarylene containing 2 or 3 heteroatoms 
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independently selected from N, O, and S; U is (un) substituted phenyl; Rl 
is Cl-7 alkyl or C3-6 cycloalkyl; and R2 is (un) substituted phenyl; 
including stereoisomers, racemates, salts, solvates and morphol. forms 
thereof. The invention also relates to the prepn. Of I, pharmaceutical 
corapns. contg. a compd. according to formula I and a pharmaceutical^ 
acceptable carrier material, as well as to the use of the compns. for the 
treatment of cardiovascular events and renal insufficiency. 

Metal-halogen 

exchange of (4-bromophenoxy) triisopropylsilane followed by substitution 

of 

triflate II, deraethylation, N-Boc-protection, and ester hydrolysis gave 
the carboxylic acid, which was amidated with N-cyclopropyl-2, 3- 
dichlorobenzylamine and desilylated to give phenol III. Condensation of 
2-chloro-3, 6-dif luorobenzaldehyde with hydroxylamine followed by 
heterocyclization with 3- (tert-butyldimethylsilyloxy)propyne and 
desilylation gave [3- (2-chloro-3, 6-di fluorophenyl ) isoxazol-5-yl ] methanol , 
which underwent coupling with phenol III and deprotection, resulting in 
the formation of IV. Compd. IV expresses an IC50 value of 0.6 nM in an 
assay for inhibition of human recombinant renin. 
IT B90934-57-3P, < 1R, 5S ) -7- [ 4- [ { 3- ( 2-Chloro-3, 6- 

di fluorophenyl ) isoxazol- 5- yl) methoxy] phenyl] -3, 9-diazabicyclo{3. 3. 1) non-6- 
ene-6-carboxamide N-cyclopropyl-N- (2, 3-dichlorobenzyl) 
RL: PUR (Purification or recovery); RCT (Reactant); PREP (Preparation); 
RACT (Reactant or reagent) 

(chiral intermediate; preparation of azabicyclononene derivs. as renin 
inhibitors) 
RN 890934-57-3 CAPLUS 

CN 3, 9-Diazabicyclo[3.3. l]non-6-ene-6-carboxamide, 7- ( 4- { 1 3- (2-chloro-3, 6- 
di fluorophenyl ) -5-isoxazolyl J methoxy] phenyl ) -N-cyclopropyl-N- ({2,3- 
dichlorophenyl) methyl)-, (1R, 5s )- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



R 




IT 890846-78-3P, 7- ( 4- [ [ 5- (2-Chloro-3, 6-dif luorophenyl ) - 

(1,2, 4) oxadiazol-3-yl) methoxy) phenyl] -3, 9-diazabicyclo ( 3 . 3 . 1] non-6-ene-6- 
carboxamide N-cyclopropyl-N- O-methoxy-2-methylbenzyl) 
890846-79-4P, 7- (4- ( ( 5- (2-Chlorophenyl) - ( 1, 2, 4] oxadiazol-3- 
yl } methoxy ] phenyl ] -3, 9-diazabicyclo ( 3 . 3 . 1 J non-6-ene-6-carboxamide 
N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) 8 9084 6-8 0-7 P, 
7-[4-t2-(3-(2,3-Dichlorophenyl)-[l,2,4]oxadiazol-5-yl)ethyl]phenyl]-3,9- 
diazabicyclo {3.3. 1] non-6-ene-6-carboxamide N-cyclopropyl-N- ( 3-methoxy-2- 
methylbenzyl) 890846-81-8P, 7- {4- (2- [ 3- (2, 6-Dichlorophenyl) - 
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[l,2,4)oxadiazol-S-yl]ethyl]phenyl]-3,9-diazabicyclo{3.3.1Jnon-6-ene-6- 
carboxamide N-cyclopropyl-N- ( 3-methoxy-2-methylbenzyl ) 
B90846-B2-9P, 7- [4- [ (3- (2-Chloro-3, 6-dif luorophenyl) - 

1 1,2, 4 )oxadiazol-5-yl] methoxy] phenyl} -3, 9-diazabicyclo 1 3 . 3. 1 ] non-6-ene-6 
carboxamide N-cyclopropyl-N- (2, 3-dichlorobenzyl > 890934-54-0P, 
7-[4-{ (2- (2-Chloro-3, 6-di fluorophenyl) oxazol-4-yl ] methoxy ] phenyl ] -3, 9- 
diazabicyclo{3.3. 1] non-6-ene-6-carboxamide N-cyclopropyl-N- (2, 3- 
dichlorobenzyl) 890934-55-1P, 7- (4- ( (5- (2-Chloro-3, 6- 

dif luorophenyl) isoxazol-3-ylJmethoxy] phenyl} -3, 9-diazabicyclo 1 3. 3. 1] non-6- 
ene-6-carboxamide N-cyclopropyl-N- (2, 3-dichlorobenzyl) 
B90934-56-2P, { 1R, 5S ) -3-Acetyl-7- ( 4- ( [ 3- (2-chloro-3, 6- 

dif luorophenyl) isoxazol-5-yl] methoxy] phenyl) -3, 9-diazabicyclo|3. 3. 1) non-6- 
ene- 6- carboxamide N-cyclopropyl-N- (2, 3-dichlorobenzyl > 
890934-58-4P, 7- ( 4- [ ( 3- ( 4-Fluoro-2-tri f luoromethylphenyl ) isoxazol- 
5-yl ] methoxy) phenyl ] -3, 9-diazabicyclo [3.3.1] non-6-ene-6-carboxamide 
N-cyclopropyl-N- (2, 3-dichlorobenzyl) B90934-59-5P, 

7-(4-( [3- (2-Chloro- 6-f luorophenyl) isoxazol-5-yllmethoxy] phenyl] -3, 9- 
diazabicyclo{3. 3. 1] non-6-ene-6-carboxamide N-cyclopropyl-N- (2, 3- 
dichlorobenzyl) B90934-60-8P, 7- ( 4- ( (3- (2, 5- 

Dif luorophenyl) isoxazol-5-yl]methoxy] phenyl] -3, 9-diazabicyclo (3. 3. 1] non-6- 
ene-6-carboxamide N-cyclopropyl-N- {2, 3-dichlorobenzyl ) 
890934-61-9P, 7- ( 4- ({ 3- ( 2-Chloro-4-f luorophenyl ) isoxazol-5- 
yl] methoxy) phenyl) -3, 9-diazabicyclo(3.3.1Jnon-6-ene-6-carboxamide 
N-cyclopropyl-N- (2, 3-dichlorobenzyl) B90934-62-0P, 
7-(4-[ (3-(5-Chloro-l,3-dimethyl-lH-pyrazol-4-yl) isoxazol-5- 
yl] methoxy} phenyl) -3, 9-diazabicyclo (3 . 3 . 1] non-6-ene-6-carboxamide 
N-cyclopropyl-N- (2, 3-dichlorobenzyl) B90934-63-1P, 
7- (4-( [3- (2, 4-Dichlorophenyl)isoxazol-5-yl) methoxy) phenyl] -3, 9- 
diazabicyclo [3. 3 . 1] non-6-ene-6-carboxamide N-cyclopropyl-N- (2, 3- 
dichlorobenzyl) 890934-64-2P, 7- [4- t (3- (2, 6- 

Dichlorophenyl)isoxazol-5-yl) methoxy) phenyl] -3, 9-diazabicyclo [3. 3. l]non-6- 
ene-6-carboxamide N-cyclopropyl-N- (2, 3-dichlorobenzyl) 
890934-65-3P, 7- (4- [ { 3- (2, 3, 6-Trichlorophenyl) isoxazol-5- 
yl J methoxy] phenyl] -3, 9-diazabicyclo [3 . 3 . 1] non-6-ene-6-carboxamide 
N-cyclopropyl-N- (2, 3-dichlorobenzyl) B90934-66-4P, 

7-(4-( (3- (2-Fluoro-6-trif luoromethylphenyl) isoxazol-5-yl] methoxy] phenyl} 
3, 9-diazabicyclo [3 . 3 . l)non-6-ene-6-carboxamide N-cyclopropyl-N- (2, 3- 
dichlorobenzyl) B90934-67-5P, 7- (4- ( |3- (2, 3- 

Dichlorophenyl) iaoxazol-5-yl] methoxy] phenyl) -3, 9-diazabicyclo [3. 3. 1] non-6- 
ene-6-carboxamide N-cyclopropyl-N- (2, 3-dichlorobenzyl) 
890934-6B-6P, 7- (4- ( [3- ( 2-Chloro-6-f luoro-3-methylphenyl) isoxazol- 
5-yl ]methoxy) phenyl] -3, 9-diazabicyclo (3.3.1] non-6-ene-6-carboxamide 
N-cyclopropyl-N- (2, 3-dichlorobenzyl) B90934-69-7P, 

7- [4-( [3- {3-Chloro-2- fluorophenyl) isoxazol-5-yl] methoxy] phenyl] -3, 9- 
diazabicyclo [3 . 3 . 1] non-6-ene-6-carboxamide N-cyclopropyl-N- (2, 3- 
dichlorobenzyl) 890934-70-OP, 7- (4- { ( 3- (6-Chloro-2-f luoro-3- 
methylphenyl) isoxazol-5-yl] methoxy] phenyl] -3, 9-diazabicyclo (3.3 . 1) non-6- 
ene-6-carboxamide N-cyclopropyl-N- (2, 3-dichlorobenzyl) 
890934-71-1P, 7-[4-( [ 3- ( 3-Chloro-2-f luoro-6- 
trif luoromethylphenyl) isoxazol-5-yl)methoxy] phenyl) -3, 9- 
diazabicyclol3.3. l]non-6-ene-6-carboxamide N-cyclopropyl-N- (2,3- 
dichlorobenzyl) 890934-73-3P, 7- (4- [ [3- (3-Chloro-2, 6- 

difluorophenyl)isoxazol-5-yl] methoxy) phenyl) -3, 9-diazabicyclo 1 3. 3. l]non-6- 
ene-6-carboxamide N-cyclopropyl-N- (2, 3-dichlorobenzyl) 
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890934-74-4P, 7- [ 4- ( ( 3- { 3-Chloro-6-f luoro-2- 
trif luoromethylphenyl) isoxazol-5-yl] methoxy) phenyl] -3, 9- 
diazabicyclo(3. 3. 1] non-6-ene-6-carboxamide N-cyclopropyl-N- (2,3- 
dichlorobenzyl) 890934-75-5P, 7- (4- [ [3- (2, 6- 

Dimethyl phenyl ) isoxazol-5-yl ) methoxy] phenyl ] -3, 9-diazabicyclo (3.3.1] non-6- 
ene-6-carboxamide N-cyclopropyl-N- (2, 3-dichlorobenzyl) 
890934-76-6P, 7- [ 4- [ [ 3- (2 , 5-Dichlorophenyl) isoxazol-5- 
yl] methoxy] phenyl] -3, 9-diazabicyclo (3 . 3 . 1] non-6-ene-6-carboxamide 
N-cyclopropyl-N- {2, 3-dichlorobenzyl) 

RL: PAC {Pharmacological activity); SPN {Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; prepn. of azabicyclononene derivs. as renin ^ 
inhibitors) 
RN 890846-78-3 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. 1] non-6-ene-6-carboxamide, 7- ( 4- { [ 5- (2-chloro-3, 6- 

di fluorophenyl) -1,2, 4-oxadiazol-3-yl)methoxy]phenyl] -N-cyclopropyl-N- ( (3- 
methoxy-2-methylphenyl) methyl)- (9CI) (CA INDEX NAME) 



OMe 




RN 890846-79-4 CAPLUS 

CN 3, 9-Diazabicyclo(3.3. l)non-6-ene-6-carboxamide, 
7-(4-[ (5-(2-chlorophenyl)- 

1,2, 4-oxadiazol-3-yl] methoxy) phenyl) -N-cyclopropyl-N- [ {3-methoxy-2- 

methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 890846-80-7 CAPLUS 

CN 3, 9-Diazabicyclo ( 3. 3. l]non-6-ene-6-carboxamide, N-cyclopropyl-7-[4-(2-(3- 
(2,3-dichlorophenyl)-l,2, 4-oxadiazol-5-yl ) ethyl] phenyl} -N- [ (3-methoxy-2- 
methylphenyl) methyl]- (9CI) {CA INDEX NAME) 
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RN 890846-81-8 CAPLUS 

CN 3, 9-Diazabicyclo (3 . 3 . 1 ] non-6-ene-6-carboxamide, N-cyclopropyl-7- [ 4- ( 2- (3 
(2,6-dichlorophenyl)-l,2,4-oxadiazol-5-yl]ethyl]phenyl)-N-l (3-methoxy-2- 
methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 890846-82-9 CAPLUS 

CN 3, 9-Diazabicyclo (3. 3. l)non-6-ene-6-carboxamide, 7-{4-( [3- (2-chloro-3, 6- 

di fluorophenyl) -1, 2, 4-oxadiazol-5-yl ] methoxy] phenyl] -N-cyclopropyl-N- ( (2, 3- 
dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 890934-54-0 CAPLUS 

CN 3, 9-Diazabicyclo (3.3.1 }non-6-ene-6-carboxamide, 7- [4- ( (2- (2-chloro-3, 6- 
di fluorophenyl ) -4-oxazolyl } methoxy] phenyl ] -N-cyclopropyl-N- ((2,3- 
dichlorophenyl) methyl]- (9CI) {CA INDEX NAME) 
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CI 




RN 890934-55-1 CAPLUS 

CN 3, 9-Diazabicyclo |3 . 3 . 1] non-6-ene-6-carboxamide, 7- [4- [ { 5- (2-chloro-3, 6- 
di f luorophenyl ) ~3-isoxazolyl ] methoxy] phenyl ] -N-cyclopropyl-N- ((2,3- 
dichlorophenyl) methyl J- (9CI) (CA INDEX NAME) 




RN 890934-56-2 CAPLUS 

CN 3, 9-Diazabicyclo (3. 3. l)non-6-ene-6-carboxamide, 3-acetyl-7- [4- ( [3- (2- 

chloro-3 , 6-di f luorophenyl ) -5-isoxazolyl ] methoxy J phenyl 3 -N-cyclopropyl-N- 
[ (2, 3-dichlorophenyl) methyl)-, (1R,5S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 890934-58-4 CAPLUS 

CN 3, 9-Diozabicyclo [ 3 . 3 . 1] non-6-ene-6-earboxamide, N-cyclopropyl-N- [ (2, 3- 
dichlorophenyl ) methyl ) -7- [ 4- ( [ 3- { 4- f luoro-2- { trif luoromethyl) phenyl ] -5- 
isoxazolyl J methoxy] phenyl J- (9CI) (CA INDEX NAME) 



CI 




F 



RN 890934-59-5 CAPLUS 

CN 3, 9-Diazabicyclo (3. 3. l]non-6-ene-6-carboxamide, 7-(4-( [3- (2-chloro-6- 
fluorophenyl) -5-isoxazolyl] methoxy) phenyl] -N-cyclopropyl-N- ( (2,3- 
dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 



CI 




RN 890934-60-8 CAPLUS 

CN 3, 9-Diazabicyclo (3. 3. l]non-6-ene-6-carboxamide, N-cyclopropyl-N- [ (2, 3- 
dichlorophenyl ) methyl) -7- [ 4- ( [3- (2 , 5-di f luorophenyl ) -5- 
isoxazolyl] methoxy] phenyl)- (9CI) (CA INDEX NAME) 
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CI 




RN 890934-61-9 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3.1 J non-6-ene-6-carboxamide, 7- [4- [ [3- (2-chloro-4- 
fluorophenyl) -5-isoxazolyl] methoxy] phenyl] -N-cyclopropyl-N- ( (2,3- 
dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 



cl 




F 



RN 890934-62-0 CAPLUS 

CN 3,9-Diazabicyclo[3.3.1]non-6-ene-6-carboxamide, 7-(4-[ [3- (5-chloro-l, 3- 
diraethyl-lH-pyrazol-4-yl ) -5-isoxazolyl ] methoxy] phenyl ] -N-cyclopropyl-N- 
[ (2, 3-dichlorophenyl) methyl)- (9CI) (CA INDEX NAME) 



Cl 




RN 890934-63-1 CAPLUS 

CN 3, 9-Diazabicyclo[3.3. 1 ] non-6-ene-6-carboxaraide, N-cyclopropyl-7- [4- ( [3- 
(2, 4-dlchlorophenyl) -5-isoxazolyl)raethoxy]phenyl)-N- [ (2, 3- 
dichlorophenyl) methyl)- (9CI) (CA INDEX NAME) 
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Cl 




cl 



RN 890934-64-2 CAPLUS 

CN 3, 9-Diazabicyclo[3.3.1]non-6-ene-6-carboxamide, N-cyclopropyl-7- [4- ( [3- 
(2, 6-dichlorophenyl) -5-isoxazolyl] me thoxy ) phenyl ) -N- [ (2, 3- 
dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 



Cl 




RN 890934-65-3 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. l]non-6-ene-6-carboxamide, N-cyclopropyl-N- I (2, 3- 
dichlorophenyl)methyl]-7-(4-[(3-(2,3,6-trichlorophenyl)-5- 
isoxazolyljmethoxy] phenyl]- (9CI) (CA INDEX NAME) 



Cl 




RN 890934-66-4 CAPLUS 

CN 3, 9-Diazabicyclo [3 . 3 . 1 J non-6-ene-6-carboxamide, N-cyclopropyl-N- ((2,3- 
dichlorophenyl ) methyl ] -7- [ 4- ( ( 3- ( 2- fluoro- 6- ( tri f luoromethyl ) phenyl ] -5- 
isoxazolyl] methoxy] phenyl]- (9CI) (CA INDEX NAME) 
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890934-67-5 CAPLUS 

3, 9-Diazabicyclo (3.3.1] non-6-ene-6-carboxamide, N-cyclopropyl-7- [ 4- ([ 3- 
(2 , 3-dichlorophenyl ) -5-isoxazolyl ] methoxy) phenyl] -N- I (2,3- 
dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 




890934-70-0 CAPLUS 

3, 9-Diazabicyclo [3. 3. l]non-6-ene-6-carboxamide, 7- [4-[ (3- (6-chloro-2- 



fluoro-3-methylphenyl ) -5-isoxazolyl ] methoxy) phenyl ] - 
dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 



-cyclopropyl-N- ( (2, 3- 



Cl 




RN 890934-68-6 CAPLUS 

CN 3, 9-Diazabicyclo (3. 3 . 1] non-6-ene-6-carboxamide, 7- [4- ( [3- (2-chloro-6- 

fluoro-3-methylphenyl) -5-isoxazolyl] methoxy] phenyl] -N-cyclopropyl-N- [ (2, 3- 
dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 



CI 




RN 990934-71-1 CAPLUS 

CN 3, 9-Diazabicyclo [3 . 3 . 1] non-6-ene-6-carboxaraide, 7- [4- { [3- [3-chloro-2- 
t luoro-6- { tri f luoromethyl ) phenyl ] -5-isoxazolyl ] methoxy] phenyl J -N- 
cyclopropyl-N- [ (2, 3-dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 



CI 




RN 890934-69-7 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. l]non-6-ene-6-carboxamide, 7- [4- [ [3- (3-chloro-2- 
fluorophenyl) -5-isoxazolyl Jmethoxy] phenyl] -N-cyclopropyl-N- [ (2,3- 
dichlorophenyl) methyl]- (9CI) {CA INDEX NAME) 



Cl 




ci 



RN 890934-73-3. CAPLUS 

CN 3, 9-Diazabicyclo (3. 3. 1] non-6-ene-6-carboxamide, 7-{4-[ [3- (3-chloro-2, 6- 
dif luorophenyl) -5-isoxazolyl] methoxy] phenyl] -N-cyclopropyl-N- I (2, 3- 
dichlorophenyl)methyl]- (9CI) (CA INDEX NAME) 
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RN 890934-74-4 CAPLUS 

CN 3, 9-Diazabicyclo 13.3 . 1] non-6-ene-6-carboxamide, 7- [ 4- [ [ 3- [3-chloro-6- 
£luoro-2- (trif luoromethyl ) phenyl] -5-isoxazolyl Jmethoxy] phenyl ]-N- 
cyclopropyl-N- I (2, 3-dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 



Cl 




RN 890934-75-5 CAPLUS 

CN 3, 9-Diazabicyclo (3. 3. 1] non-6-ene-6-carboxamide, N-cyclopropyl-N- [{2,3- 
dichlorophenyl) methyl] -7-[4-[ [3- (2, 6-dimethylphenyl) -5- " 
isoxazolyl Jmethoxy) phenyl)- (9CI) (CA INDEX NAME) 



Cl 




Me 



RN 890934-76-6 CAPLUS 

CN 3, 9-Diazabicyclo [3 . 3 . 1 ] non-6-ene-6-carboxamide, N-cyclopropyl-7- 1 4- [ [3- 
(2, 5-dichlorophenyl)-5-isoxazolyl]methoxy] phenyl] -N-r (2,3- 
dichlorophenyl) methyl]- {9CI) (CA INDEX NAME) 
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- C1 




Cl 



IT 890846-83-0P, 7- 14- [ [ 3- {2-Chloro-3, 6-dif luorophenyl) isoxazol-5- 

yl Jmethoxy] phenyl] -3, 9-diazabicyclo [3. 3. l)non-6-ene-6-carboxamide 
N-cyclopropyl-N- (2, 3-dichlorobenzyl) 

RL: PAC (Pharmacological activity); PEP (Physical, engineering or 
chemical 

process); PYP (Physical process); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); PROC 
(Process); USES (Uses) 

(racemic drug candidate; preparation of azabicyclononene derivs. as 

renin 

inhibitors) 
RN 890846-83-0 CAPLUS 

CN 3, 9-Diazabicyclo [3 . 3 . l}non-6-ene-6-carboxamide, 7- [4-( [3- (2-chloro-3, 6- 
dif luorophenyl) -5-isoxazolyl] methoxy] phenyl] -N-cyclopropyl-N- [ (2, 3- 
dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 



Cl 
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heteroarylene contg. 2 or 3 heteroatoma; U is (un) substituted phenyl; Rl 
is Cl-7 alkyl or C3-6 cycloalkyl; and R2 is (un) substituted phenyl; 
including stereoisomers, racemates, salts, solvates and morphol. forms 
thereof. The invention also relates to the prepn. of I, pharmaceutical 
compns. contg. at least one compd. according to formula I and 
pharmaceutical^ acceptable carrier materials or adjuvants, as well as to 
the use of the compns. for the treatment of cardiovascular events and 
renal insufficiency. Metal-halogen exchange of (4- 

bromophenoxy) triisopropylsilane followed by substitution of triflate II, 
demethylation, N-Boc-protection, and ester hydrolysis gave the carboxylic 
acid, which was amidated with N-cyclopropyl-2, 3-dichlorobenzylamine and 
desilylated to give phenol III. Condensation of 2-chloro-3, 6- 
difluorobenzaldehyde with hydroxylamine followed by heterocyclization 

i 

3- (tert-butyldimethylsilyloxy)propyne and desilylation gave 

[ 3- < 2-chloro-3, 6-di f luorophenyl ) isoxazol-5-yl ] methanol, which underwent 

coupling with phenol III and ester cleavage, resulting in the formation 

IV. Compd. IV expresses an IC50 value of 0.8 nM in an assay for 

inhibition of human recombinant renin. 

890846-78-3P, 7-(4-[ {5- (2-Chloro-3, 6-di f luorophenyl) - 

(1,2, 4]oxadiazol-3-yl]methoxy]phenyl]-3, 9-diazabicyclo [3 . 3. l]non-6-ene-6- 

carboxamide N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) 

B90846-79-4P, 7-{4-[ [5- (2-Chlorophenyl) - [ 1, 2, 4]oxadiazol-3- 

yl ) methoxy] phenyl ] -3 , 9-diazabicyclo [3.3 . 1) non-6-ene-6-carboxaraide 

N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) 890846-80-7P, 

7-(4-[2-[3-{2,3-Dichlorophenyl)-[l,2,4}oxadiazol-5-yl)ethyl)phenyl]-3,9- 

diazabicyclo ( 3.3.1} non-6-ene-6-carboxamide N-cyclopropyl-N- ( 3-methoxy-2- 

methylbenzyl) 890846-81-8P, 7- (4- [2- (3- (2, 6-Dichlorophenyl) - 

( 1, 2, 4] oxadiazol-5-yl] ethyl}phenyl] -3, 9-diazabicyclo {3 . 3 . U non-6-ene-6- 

carboxamide N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) 

890846-82-9P, 7- ( 4- ( [ 3- (2-Chloro-3, 6-difluorophenyl) - 

[1, 2, 4] oxadiazol-5-yl] methoxy} phenyl) -3, 9-diazabicyclo [3. 3. l}non-6-ene- 6- 
carboxamide N-cyclopropyl-N- (2, 3-dichlorobenzyl) 890846-83-0P, 
7-(4-( (3-(2-Chloro-3, 6-difluorophenyl) iaoxazol-5-yl] methoxy J phenyl J -3, 9- 
diazabicyclo ( 3 . 3 . 1 ) non-6-ene- 6-carboxamide N-cyclopropyl-N- (2,3- 
dichlorobenzyl ) 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of diazabicyclononene derivs. as renin 
inhibitors) 
890846-78-3 CAPLUS 

3, 9-Diazabicyclo[3.3. l]non-6-ene-6-carboxamide, 7-{4- [ {5- (2-chloro-3, 6- 
dif luorophenyl) -1, 2, 4-oxadiazol-3-yl}methoxy]phenyl] -N-cyclopropyl-N- ( (3- 
methoxy-2-raethylphenyl) methyl]- (9CI) (CA INDEX NAME) 



OTHER SOURCE (S) : 



MAR PAT 145:83392 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to heteroaryl-substituted diazabicyclononene 
derivs. 

I, which are renin inhibitors. In compds. I, V is -L1-Z-L2-, where LI is 
-OCH2- or -CH2CH2-, L2 is a bond, -0-, or -CH2-, and Z is 5-membered 
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RN 890846-79-4 CAPLUS 

CN 3, 9-Diazabicyclo(3 . 3. 1] non-6-ene-6-carboxamide, 
7- ( 4- [ ( 5- (2-chlorophenyl ) - 

1,2, 4-oxadiazol-3-yl]methoxy]phenyl}-N-cyclopropyl-N- [ ( 3~methoxy-2- 

methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 890846-80-7 CAPLUS 

CN 3, 9-Diazabicyclo[3.3. l]non-6-ene-6-carboxamide, N-cyclopropyl-7-[4-[2-[3- 
(2,3-dichlorophenyl)-l,2,4-oxadiazol-5-yl|ethyl]phenyl]-N-{ (3-methoxy-2- 
methylphenyl) methyl}- (9CI) (CA INDEX NAME) 




RN 890846-81-8 CAPLUS 

CN 3, 9-Diazabicyclo[3.3. 1} non-6-ene-6-carboxaraide, N-cyclopropyl-7- [4- [2- [3- 
(2,6-dichlorophenyl)-l,2, 4-oxadiazol-5-yl] ethyl] phenyl ] -N- [ (3-methoxy-2- 
methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 890846-82-9 CAPLUS 

CN 3, 9-Diazabicyclo(3.3. 1] non-6-ene-6-carboxamide, 7- [4- [ [3- (2-chloro-3, 6- 
dif luorophenyl) -1,2, 4-oxadiazol-5-yl ] methoxy] phenyl] -N-cyclopropyl-N- 1(2,3- 
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dichlorophenyl) methyl]- (9CI) {CA INDEX NAME) 



Cl 




RN 8 908 46- B 3- 0 CAPLUS 

CN 3, 9-Diazabicyclo{3. 3. 1] non-6-ene-6-carboxamide, 7- [4- ( (3- (2-chloro-3, 6- 
dif luorophenyl) -5-iaoxazolyl] methoxy} phenyll -N-cyclopropyl-N- I (2,3- 
dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 



Cl- 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to diazabicyclononene derivative I, the racemate 
as well 

as the individual enantiomers thereof, which are renin inhibitors. The 
invention also relates to the preparation of I, pharmaceutical compns. 
containing 

compound I and a pharmaceutical ly acceptable carrier material, as well 

as to 

the use of the compns. for the treatment of cardiovascular events and 
renal insufficiency. Preparation of Grignard reagent from 
1, 4-dibromobenzene 

followed by substitution of allyl bromide, hydroboration, oxidation, and 
protection with tert-butyldimethylsilyl chloride gave bromide II. 
O-Trifluoromethanesulfonylation of III followed by substitution with 
lithiated II, demethylation, desilylation, N-protection, and coupling 



with 



2-chloro-3, 6-dif luorophenol gave ether IV, which underwent ester 
hydrolysis, amidation with N-cyclopropyl-2, 3-dichlorobenzyl amine, 
deprotection, and chiral HPLC to give ( 1R, 5S) -diazabicyclononene I. 
Compound (1R,5S)-I expresses an ICS0 value of 0.5 nM in an assay for 



{Continued) 
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inhibition of human recombinant renin. 
IT 889881-63-4P 

RL: PAC (Pharmacological activity); PUR (Purification or recovery); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(chiral drug candidate; preparation of diazabicyclononene derivs. as 

renin 

inhibitors) 
RN 889881-63-4 CAPLUS 

CN 3, 9-Diazabicycl6(3.3. 1] non-6-ene-6-carboxamide, 7-[4- [3-{2-chloro-3, 6- 
dif luorophenoxy) propyl 1 phenyl ] -N-cyclopropyl-N- [(2,3- 
dichlorophenyUmethyl]-, (1R,5S)- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 889881-62-3P 

RL: PAC (Pharmacological activity); PEP (Physical, engineering or 
chemical 

process); PYP (Physical process); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); PROC 
(Process); USES (Uses) 

(racemic drug candidate; preparation of diazabicyclononene derivs. a 

renin 

inhibitors) 
RN 889881-62-3 CAPLUS 

CN 3, 9-Diazabicyclo{3.3.1]non-6-ene-6-carboxamide, 7- {4- (3- (2-chloro-3, 6- 
dif luorophenoxy) propyl 1 phenyl] -N-cyclopropyl-N- [{2,3- 
dichlorophenyl) methyl)- (9CI) (CA INDEX NAME) 
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STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

B The invention relates to bicyclic lactam derivs. of formula I, which are 
renin inhibitors. In compds. I, W is 1, 4-disubstituted phenylene; V is 
oxyalkyl, alkoxy, or oxyalkoxy; U is (un) substituted phenyl; T is 
-C(0)N(R1)-, where Rl is alkyl or cycloalkyl; Q is alkylene; M is 
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(un) substituted Ph or (un) substituted pyridinyl; and J is H or lower 
alkyl; including stereoisomers, solvates, polymorphs, and salts thereof. 
The invention also relates to the prepn. of I, pharmaceutical compns. 
contg. at least one compd. I and a pharmaceutical^ acceptable carrier 
material, as well as to the use of the compns. for the treatment of 
cardiovascular events and renal insufficiency. N-Protection of 
DL-allylglycine followed by amidation with N-methylglycinate, cyclizative 
deprotection, carboxylation, and hydride redn. gave piperazinone II, 

which 

was cyclized, oxidized, and carboxylated, resulting in the formation of 
bicyclic compd. III. O-Trif luoromethanesulf onylation of III followed by 
substitution with lithiated 

4- { 3- ( tert-butyldimethylsilyloxy) propyl] phenyl 

bromide, desilylation, and coupling with 2-chloro-3, 6-difluorophenol gave 
ether IV, which underwent ester cleavage, amidation with 
N-cyclopropyl-2, 3-dichlorobenzylamine, and carbamate removal to give 
bicyclic lactam V. Compd. V expresses IC50 value below 10 nM in an assay 
for inhibition of human recombinant renin. 

IT 8B9128-15-8P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of bicyclic lactam derivs. as renin 
inhibitors) 

RN 889128-15-8 CAPLUS 

CN 3, 9-Diazabicyclo [3.3. 1] non-6-ene-6-carboxamide, 7- [4- [3- (2-chloro-3, 6- 
di fluorophenoxy) propyl] phenyl ] -N-cyclopropyl-N- [ (2, 3- 
dichlorophenyl ) methyl )-3-methyl-2-oxo- (9CI) (CA INDEX NAME) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to bicyclic lactam derivs. of formula I, which are 
renin inhibitors. In compds. I, W is 1, 4-disubstituted phenylene; V is 
oxy-lower alkyl, lower alkoxy, or oxy-lower alkoxy; U is (un) substituted 
aryl; T is -C(0)N(R1)-, where Rl is lower alkyl or cycloalkyl; Q is lower 
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alkylene; M is (un) substituted phenyl; and J is H or lower alkyl; 
including stereoisomers, solvates, polymorphs, and salts thereof. The 
invention also relates to the prepn. of I, pharmaceutical compns. contg. 
at least one compd. I and pharmaceutically acceptable carrier materials 

or 

adjuvants, as well as to the use of the compns. for the treatment of 
cardiovascular events and renal insufficiency- N-Protection of 
DL-allylglycine followed by amidation with N-raethylglycinate, cyclizative 
deprotection, carboxylation, and hydride redn. gave piperazinone II, 

which 

was cyclized, oxidized, and carboxylated, resulting in the formation of 
bicyclic compd. III. O-Trif luoromethanesulf onylation of III followed by 
substitution with lithiated 

4 - [ 3 - ( t e r t-butyl dime thyl si 1 yl oxy ) p ropyl J phenyl 

bromide, desilylation, and coupling with 2-chloro-3, 6-difluorophenol gave 
ether IV, which underwent ester cleavage, amidation with 
N-cyclopropyl-2, 3-dichlorobenzylamine, and carbamate removal to give 
bicyclic lactam V. Compd. V expresses IC50 value of 2.1 nM in an assay 
for inhibition of human recombinant renin. 

IT 889128-15-8P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug, candidate; preparation of bicyclic lactam derivs. as renin 
inhibitors) 

RN 889128-15-8 CAPLUS 

CN 3, 9-DiazabicycloI3.3. 1] non-6-ene-6-carboxamlde, 7- [4- [3- (2-chloro-3, 6- 
di fluorophenoxy) propyl) phenyl] -N-cyclopropyl-N- [ (2, 3- 
dichlorophenyl)raethyl]-3-methyl-2-oxo- (9CI) (CA INDEX NAME) 
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AB The invention relates to novel bicyclononene derivs. (I) [wherein X - NH, 
N(L), CH2 , CH(L), O, S; W • Ph substituted by V in para-position; V - 
CH2N(R)CH2, CH2N (R) CH2CH2, CH2CH2N(R), N(R)CH2CH2, OCH2CH2N(R), 
CH2CH2N(R)CH2, CH2CH2N (R) CH2CH2, CH2N (R) CH2CH20, CH2CH2CH2N (R> , 
N(R)CH2CH2CH2, or CH2CH2N (R) CO; U = (un) substituted Ph, quinolinyl; T » 
CONR1; Q - methylene; M - each (un) substituted Ph or pyridinyl; L » R3, 
COR3, C02R3, CONR2R3, S02R3, S02NR2R3; wherein R - H, alkyl, cycloalkyl, 
CH2CF3; Rl «■ alkyl, cycloalkyl; R2 » H, alkyl, alkenyl, cycloalkyl, 
cycloalkylalkyl; R3 » each (un) substituted alkyl, cycloalkyl, or 
cycloalkylalkyl] and optically pure enantiomers, mixts. of enantiomers 
such as racemates, diastereomers, mixts. of diastereomers, diastereomeric 
racemates, mixts. of diastereomeric racemates, and meso- forms, as well as 
salts and solvent complexes of such compds., and morphol. forms. The 
these compds. are renin inhibitors and are useful for the treatment or 
prophylaxis of diseases. selected from hypertension, congestive heart 
failure, pulmonary hypertension, renal insufficiency, renal ischemia, 
renal failure, renal fibrosis, cardiac insufficiency, cardiac 

hypertrophy, 

cardiac fibrosis, myocardial ischemia, cardiomyopathy, 
glomerulonephritis, 

renal colic, complications resulting from diabetes such as nephropathy, 
vasculopathy and neuropathy, glaucoma, elevated intraocular pressure, 
atherosclerosis, restenosis post angioplasty, complications following 
vascular or cardiac surgery, erectile dysfunction, hyperaldosteronism, 
lung fibrosis, scleroderma, anxiety, cognitive disorders, complications 

of 

treatments with immunosuppressive agents, and other diseases known to be 
related to the renin-angiotensin system. Thus, 2-chloro-3, 6- 
difluorobenzaldehyde underwent reductive amination with 
6- {cyclopropyl (3-methoxy-2-methylbenzyl) carbamoyl) -7- [4- (2- 

methylaminoethyl ) phenyl ) -3, 9-dia zabicyclo (3.3.1) non-6-ene-3, 9-dicarboxylic 
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acid di-tert-Bu ester followed by treatment with 4 M HCl/dioxane in 
CH2C12 

to give 7-(4-(2-[ (2-Chloro-3, 6-dif luorobenzyDmethylamino) ethyl J phenyl ) - 
3, 9-'dia zabicyclo 13.3.1) non- 6-ene-6-carboxylic acid 
cyclopropyl (3-methoxy-2- 

roethylbenzyl) amide (II). II showed IC50 of 2.4 nM against recombinant 
human renin. 

'IT 881849-16-7P, 7- [ 4- [ 3- [N- (2, 4-Di f luorophenyl) -N- 

methylamino] propyl] phenyl J -3, 9-diazabicyclo{3. 3. l)non-6-ene-6-carboxylic 
acid N-cyclopropyl-N- ( 3 -me thoxy- 2 -methyl benzyl) amide 881849-17-8P 
. , 7-(4-(3-<N-Methyl-N-phenylamino)propyl]phenyl)-3,9- 
diazabicyclo(3.3.1)non-6-ene-6-carboxylic acid 

N-cyclopropyl-N- (3 -methoxy- 

2-methylbenzyl) amide 881849-18-9P, 7- [4- [3- [N-Methyl-N- (m- 

tolyl) amino] propyl) phenyl) -3, 9-diazabicyclo [3. 3. 1) non-6-ene-6-carboxylic 

acid N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) amide 881849-19-0P 

, 7-[4-[3- [N-Methyl-N- (o-tolyl) amino] propyl) phenyl] -3, 9- 

diazabicyclo[3.3. 1) non-6-ene-6-carboxylic acid 

N-cyclopropyl-N- (3-methoxy- 

2-raethylbenzyl)amide 881849-20-3P, 7- [4- (3- [N- (2-Chlorophenyl) -N- 
methylamino] propyl) phenyl) -3, 9-diazabicyclo[3. 3. 1) non-6-ene-6-carboxyiic 
acid N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) amide 881849-21-4P 
, 7- { 4- [ 3- [N- ( 3-Chlorophenyl ) -N-methylamino] propyl J phenyl] -3, 9- 
diazabicyclo[3.3. 1] non-6-ene-6-carboxylic acid 

N-cyclopropyl-N- (3-methoxy- 

2-methylbenzyl) amide 881849-22-5P, 7-[4- [2- (N-Methyl-N- 

phenylamino) ethoxy] phenyl) -3, 9-diazabicyclo[3. 3. 1] non-6-ene-6-carboxylic 
acid N-cyclopropyl-N- (3-methoxy-2-methylben2yl) amide 881849-23-6P 
, 7- [4- [2- [N- (3-Chloro-2, 6-dif luorobenzoyl) -N-methylamino] ethyl] phenyl] - 
3, 9-diazabicyclo [3 . 3 . 1] non-6-ene-6-carboxylic acid N-cyclopropyl-N- (3- 
methoxy-2-methylbenzyl) amide B81849-24-7P, 7- (4- (2- (N- [ (4, 5- 
Dichloroisothiazol-3-yl) carbonyl) -N-methylamino) ethyl] phenyl] -3, 9- 
diazabicyclo[3. 3. 1] non-6-ene-6-carboxylic acid 
N-cyclopropyl-N- (3-methoxy- 

2-methylbenzyl) amide 881849-25-8P, 7- [4- [ (N- {2, 4-Dichlorobenzyl) - 

N-methylamino] methyl] phenyl] -3, 9-dia2abicyclo £ 3 . 3 . 1 ] non~6-ene-6-carboxylic 
acid N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) amide 881849-26-9P 

7- [ 4- [ [N- <2-Chloro-6-f luoro-3-methylbenzyl) -N-methylamino] methyl ] phenyl ) - 

3, 9-diazabicyclo [3.3.1) non-6-ene-6-carboxylic acid N-cyclopropyl-N- ( 3- 
methoxy-2-methylbenzyl> amide 881849-27-0P, 7- [4- [ [N- (2-Chloro- 
3, 6-dif luorobenzyl) -N-raethylamino] methyl) phenyl] -3, 9- 
diazabicyclo [3. 3 . 1] non-6-ene-6-carboxylic acid 

N-cyclopropyl-N- (3-methoxy- 

2-methylbenzyl)amide 881849-28-1P, 7- [4- { [N- <2-Chloro-4- 
f luorobenzyl) -N-methylamino ] methyl) phenyl] -3, 9-diazabicyclo [3. 3. l)non-6- 
ene-6-carboxylic acid N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) amide 
881849-29-2P, 7- [ 4- [ [N- (2-Chloro-6-f luorobenzyl )-N- 

methylamino] methyl ) phenyl ) -3, 9-diazabicyclo (3.3.1) non-6-ene-6-carboxylic 
acid N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) amide B81849-30-5P***, 
7- [4- [ [N- (2, 3-Dichlorobenzyl) -N-methylamino] methyl J phenyl) -3, 9- 
diazabicyclo[3.3. 1 Jnon-6-ene-6-carboxylic acid 

N-cyclopropyl-N- (3-methoxy- 

2-methylbenzyl)amide ***881B49-31-6P, 7-[4-{ (N- (2-Chlorobenzyl) -N- 
methylamino] methyl) phenyl] -3, 9-diazabicyclo [3. 3. l)non-6-ene-6-carboxylic 
acid N-cyclopropyl-N- (3 -me thoxy- 2 -me thylbenzyl) amide 8B1849-32-7P 
, 7- [4- [ [N- (2, 6-Dichlorobenzyl ) -N-methylamino) methyl] phenyl] -3, 9- 
diazabicyclo[3 . 3 . l)non-6-ene-6-carboxylic acid 

N-cyclopropyl-N- (3-methoxy- 
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2- methylbenzyl) amide- B81849-33-8P, 7- [4- [2- [N- (2-Chloro-6-fluoro- 

3 - me thylbenzyl ) -N-methylamino] ethyl ] phenyl ) -3, 9-diazabicyclo (3.3 . 1] non-6- 
ene-6-carboxylic acid N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) amide 
881849-34-9P, 7- (4- [2- [N- (2-Chloro-3, 6-dif luorobenzyl) -N- 
methylamino] ethyl] phenyl] -3, 9-diazabicyclo [3. 3 . 1 ] non-6-ene-6-carboxylic 
acid N-cyclopropyl-N- (3-me thoxy- 2-methylbenzyl) amide 8 81849-35-0P 

, 7- [4- (2- [N- (2-Chloro- 6- f luorobenzyl) -N-methylamino] ethyl] phenyl] -3, 9- 
diazabicyclo[3 . 3 . l]non-6-ene-6-carboxylic acid 
N-cyclopropyl-N- (3-methoxy- 

2-methylbenzyl) amide 881849-36-1P, 7- [4- [2- [N- (2, 3- 

Dichlorobenzyl) -N-raethylamino] ethyl] phenyl ) -3, 9-diazabicyclo (3.3.1] non-6- 
ene-6-carboxylic acid N-cyclopropyl-N- ( 3 -methoxy- 2-methylbenzyl) amide 
881849-37-2P, 7- [ 4- [2- [N- ( 2-Chlorobenzyl ) -N- 

methylamino ] ethyl ] phenyl ] - 3, 9-diazabicyclo [3.3.1] non- 6-ene- 6-ca rboxylic 
acid N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) amide 881849-39-4P 
, 7- {4- [2- [N- (2, 6-Dichlorobenzyl) -N-methylamino] ethyl] phenyl] -3, 9- 
diazabicyclo [3.3 . 1] non-6-ene-6-carboxylic acid 

N-cyclopropyl-N- (3-methoxy- 

2-methylbenzyl)amide B81849-40-7P, 7- [ 4- [ [N- [2- ( (2,4- 
Dimethylphenyl) oxy] ethyl) -N-methylamino] methyl] phenyl] -3, 9- 
dia zabicyclo [3.3. 1] non-6-ene-6-carboxylic acid 

N-cyclopropyl-N- (3-methoxy- 

2-methylbenzyl) amide 881849-41-8P, 7- [ 4- ( [N- (2, 6-Dichloro-4- 
raethylbenzyl) -N-methylamino J methyl] phenyl] -3, 9-diazabicyclo [3 . 3. 1] non-6- 
ene-6-carboxylic acid N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) amide 
8B1849-42-9P, 7- [ 4- [ (N- (2-Chlorobenzyl ) -N- 

cyclopropylamino) methyl] phenyl] -3, 9-diazabicyclo [3. 3. 1] non-6-ene-6- 
carboxylic acid N-cyclopropyl-N- (3 -me thoxy- 2 -me thylbenzyl) amide 
B81849-43-0P, 7- [4- [ (N-Methyl-N- [2- {2, 3, 6- 

trichlorophenyl) ethyl] amino] methyl] phenyl] -3, 9-diazabicyclo [3 . 3 . 1] non-6- 
ene-6-ca rboxylic acid N-cyclopropyl-N- (3 -me thoxy- 2-methylbenzyl) amide 
881649-44-1P, 7- [4- [2- [N- ( 3-Chlorobenzyl ) -N- 

methylamino] ethyl] phenyl] -3, 9-diazabicyclo [3. 3 . 1] non-6-ene-6-carboxylic 
acid N-cyclopropyl-N- (3-raethoxy-2-methylbenzyl) amide 881B49-45-2P 
, 7-[4-[2-(N-(2, 6-Dimethylbenzyl } -N-methylamino ] ethyl ] phenyl } -3 , 9- 
dia zabicyclo [3 . 3 . 1] non-6-ene-6-carboxylic acid 
N-cyclopropyl-N- (3-methoxy- 

2-methylbenzyl) amide 881849-46-3P, 7- [ 4- [ 2- [N-Methyl-N- (2, 3, 6- 
trichlorobenzyl) amino] ethyl) phenyl] -3, 9-diazabicyclo [3 . 3 . 1] non-6-ene-6- 
carboxylic acid N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) amide 
881849-47-4P, 7- [ 4- [ [N-Methyl-N- (2, 3, 6- 

trichlorobenzyl) amino) methyl) phenyl) -3, 9-diazabicyclo (3. 3. 1] non- 6-ene- 6- 

carboxylic acid N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) amide 

881849-48-5P, 7- [ 4- [ (N- (3-Chloro-2, 6-dif luorobenzyl) -N- 

ethylamino] methyl) phenyl] -3, 9-diazabicyclo (3 . 3. 1) non-6-ene- 6-ca rboxylic 

acid N-cyclopropyl-N- (2, 3-dichlorobenzyl) amide 881849-49-6P, 

7-[4-[ [N- (3-Chlorobenzyl) -N- ethyl amino] methyl] phenyl) -3, 9- 

diazabicyclo[3 . 3. 1] non-6-ene- 6-ca rboxylic acid N-cyclopropyl-N- (2, 3- 

dichlorobenzyl) amide 881849-50-9P, 7- (4- ( [N-Ethyl-N- (2, 3, 5- 

trif luorobenzyl) amino] methyl] phenyl] -3, 9-diazabicyclo (3. 3. 1] non- 6-ene- 6- 

carboxylic acid N-cyclopropyl-N- (2, 3-dichlorobenzyl) amide 

881849-51-0P, 7- [4- { [N-Ethyl-N- (2, 3, 6- 

trifluorobenzyl) amino] methyl] phenyl ] -3, 9-diazabicyclo(3.3. 1] non- 6-ene- 6- 

carboxylic acid N-cyclopropyl-N- (2, 3-dichlorobenzyl) amide 

881B49-52-1P, 7- [ 4- ( [N-(2-Chloro-3, 6-dif luorobenzyl )-N- 

ethylamino) methyl] phenyl] -3, 9-diazabicyclo[3. 3. 1) non-6-ene-6-ca rboxylic 

acid N-cyclopropyl-N- (2, 3-dichlorobenzyl) amide 881849-53-2P, 

7- ( 4- [ [N- [ ( 2 , 2-Di f luorobenzodioxol -4-yl ) methyl ] -N- 

ethylamino] methyl ] phenyl ] -3, 9-diazabicyclo (3.3.1] non-6-ene-6-carboxylic 
acid N-cyclopropyl-N- (2, 3-dichlorobenzyl) amide 881849-54-3P, 
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7- [4- [ [N-Ethyl-N- (2, 3, 6-trichlorobenzyl) amino] methyl] phenyl] -3, 9- 
diazabicyclo(3.3. 1] non-6-ene-6-carboxylic acid N-cyclopropyl-N- (2, 3- 
dichlorobenzyl) amide 8B1B49-55-4P, 7- [4- ( [N- (2-Cyanobenzyl) -N- 
ethylamino] methyl ] phenyl] -3, 9-diazabicyclo [3.3.1) non-6-ene-6-carboxylic 
acid N-cyclopropyl-N- (2, 3-dichlorobenzyl) amide B81B49-56-5P, 
7-(4-( [N- (2, 6-Dif luorobenzyl ) -N-ethylamino] methyl] phenyl) -3, 9- 
diazabicyclo [3. 3. 1] non-6-ene-6-carboxylic /acid N-cyclopropyl-N- (2, 3- 
dichlorobenzyl) amide 8B1849-57-6P, 7- [4- ( (N-Ethyl-N- (2, 4, 6- 
trif luorobenzyl) amino) methyl] phenyl) -3, 9-diazabicyclo [3 . 3 . 1] non-6-ene-6- 
carboxylic acid N-cyclopropyl-N- (2, 3-dichlorobenzyl) amide 
881849-58-7P, 7- [ 4- [ [N- (2-Chloro-6-f luoro-3-methylbenzyl) -N- 
ethylamino] methyl ] phenyl] -3, 9-diazabicyclo [3.3. 1J non-6-ene-6-carboxylic 
acid N-cyclopropyl-N- (2, 3-dichlorobenzyl) amide 881849-59-BP, 
7- [ 4- [ [N- (2 , 4-Dichlorobenzyl ) -N- ethyl amino] methyl ] phenyl ) -3, 9- 
diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid N-cyclopropyl-N- (2, 3- 
dichloroben2yl) amide 881849-60-1P, 7- [4- ( [N- (2-Chloro-6- 

f luorobenzyl ) -N-ethylamino] methyl ] phenyl] -3, 9-diazabicyclo [3.3.1] non-6-ene- 

6- carboxylic acid N-cyclopropyl-N- (2, 3-dichlorobenzyl) amide 
881849-61-2P, 7- [ 4- ( (N-Ethyl-N- (2-fluoro-5- 

methoxybenzyl) amino] methyl] phenyl] -3, 9-diazabicyclo [ 3 . 3. 1] non-6-ene-6- 
carboxylic acid N-cyclopropyl-N- (2, 3-dichlorobenzyl) amide 
881849-62-3P, 7- [ 4- [ (N-Ethyl-N- (2-fluoro-6- 

tri f luoromethylbenzyl ) amino ] methyl ] phenyl ] -3 , 9-diazabicyclo (3.3.1) non-6- 
ene-6-carboxylic acid N-cyclopropyl-N- (2, 3-dichlorobenzyl) amide 
B81B49-63-4P, 7- [4- [ [N- (2, 5-Dichlorobenzyl) -N- 

ethylamino] methyl) phenyl] -3, 9-diazabicyclo (3 . 3. l)non-6-ene-6-carboxylic 
acid N-cyclopropyl-N- (2, 3-dichlorobenzyl) amide 881849-64-5P, 

7 - [ 4- [ [N- ( 2 , 6-Dimethylbenzyl ) -N-methylamino] methyl J phenyl ) - 3 , 9- 
diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid 

N-cyclopropyl-N- ( 3-methoxy- 

2-methylben2yl)amide 881849-65-6P, 7- [4-[ [N- (6-Chloro-2-f luoro-3- 
methylbenzyl) -N-methylamino) methyl J phenyl] -3, 9-diazabicyclo [3. 3. 1] non-6- 
ene-6-ca rboxylic acid N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) amide 
881849-66-7P, 7- [4- [ (N- (2, 3-Dif luorobenzyl) -N- 

methylamino] methyl] phenyl] -3, 9-diazabicyclo [3. 3 . 1] non- 6-ene-6-ca rboxylic 
acid N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) amide B81B49-67-8P 

7- [ 4- ( 2- (N- ( 3-Chloro-2 , 6-di f luorobenzyl ) -N-cyclopropylamino] ethyl ] phenyl 

] -3, 9-diazabicyclo [3. 3. 1] non-6-ene-6-carboxylic acid 
N-cyclopropyl-N- (2,3- 

dichlorobenzyl) amide 881849-68-9P, 7- [4- [ (N- (3-Chloro-2- 

f luorobenzyl ) -N- i s op ropyl amino] methyl ] phenyl ] -3, 9-diazabicyclo [3 . 3.1] non-6- 
ene-6-carboxylic acid N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) amide 
881849-69-0P, 7- [ 4- [ (N- ( 3-Chloro-2, 6-di f luorobenzyl ) -N- 
cyclopropylamino] methyl] phenyl) -3, 9-diazabicyclo [3. 3. 1] non-6-ene-6- 
carboxylic acid N-cyclopropyl-N- (2, 3-dichlorobenzyl) amide 
881849-70-3P, 7- [ 4- [ (N-Cyclopropyl-N- (2 , 6- 

dichlorobenzyl ) amino] methyl] phenyl ] - 3, 9-diazabicyclo [3.3. 1] non-6-ene-6- 
carboxylic acid N-cyclopropyl-N- (2, 3-dichlorobenzyl) amide 
881B49-71-4P, 7- [ 4- [ [N-Cyclopropyl-N- (2 , 3- 

dichlorobenzyl ) amino] methyl) phenyl ) -3, 9-diazabicyclo [3.3 . 1] non-6-ene-6- 
carboxylic acid N-cyclopropyl-N- (2, 3-dichlorobenzyl) amide 
881B49-72-5P, 7- [ 4- [ [N-Cyclopropyl-N- ( 2, 3, 6- 

trichlorobenzyl ) amino] methyl ] phenyl ) -3, 9-diazabicyclo (3.3.1) non-6-ene-6- 
carboxylic acid N-cyclopropyl-N- (2, 3-dichlorobenzyl) amide 
B81849-73-6P, 7- [4- [ (N-Cyclopropyl-N- (2, 6- 

dimethylbenzyl ) amino J methyl ) phenyl] -3, 9-diazabicyclo (3.3. 1] non-6-ene-6- 
carboxylic acid N-cyclopropyl-N- (2, 3-dichlorobenzyl) amide 
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881849-74-7P, 7- [ 4- [ (N- {2-Cyanobenzyl) -N- 

cyclopropylami.no) methyl ] phenyl } -3, 9-diazabicyclo [ 3.3.1) non-6-ene-6- 
carboxylic acid N-cyclopropyl-N- (2, 3-dichlorobenzyl) amide 
881849-75-BP, 7— [4- ( [N-Cyclopropyl-N- [ (quinolin-4- 
yl) methyl) amino] methyl) phenyl) -3, 9-diazabicyclo [ 3. 3 . 1) non-6-ene-6- 
carboxylic acid N-cyclopropyl-N- (2, 3-dichloroben2yl) amide 
B81849-76-9P, 7-[4-( [N- (6-Chloro-2-fluoro-3-methylbenzyl)-N- 
cyclopropylamino) methyl) phenyl) -3, 9-diazabicyclo [3. 3. 1 ) non-6-ene-6- 
carboxylic acid N-cyclopropyl-N- (2, 3-dichlorobenzyl) amide 
8B1849-77-0P, 7- [4- [[N-Cyclopropyl-N- (2-f luoro-6- 

trifluoromethylbenzyl) amino)methyl) phenyl) -3, 9-diazabicyclo [3 . 3 . 1) non-6- 
ene-6-carboxylic acid N-cyclopropyl-N- (2, 3-dichlorobenzyl) amide 
881849-76-1P, 7- [4- (3- [N- (2-Fluoro-5-methylphenyl ) -N- 

methylajnino) propyl) phenyl) -3, 9-diazabicyclo(3. 3 . 1) non-6-ene-6-carboxylic 
acid N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) amide 881849-79-2P 
, 7- [4- [3- [N- (2, 3-Dichlorophenyl) -N-methylamino) propyl) phenyl) -3, 9- 
diazabicyclo{3.3. 1] non-6-ene-6-carboxylic acid 
N-cyclopropyl-N- (3-methoxy- 

2-methylbenzyl) amide 8B1B49-80-5P, 7- {4- [3- [N- (2, 6- 

Dif luorophenyl ) -N-methylamino) propyl ) phenyl ] -3, 9-diazabicyclo (3.3.1) non-6- 
.ene-6-carboxylic acid N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) amide 
881849-B1-6P, 7- [4-[3-[N- {2, 6-Dichlorophenyl) -N- 

methylamino) propyl J phenyl) -3, 9-diazabicyclo [3. 3. 1) non-6-ene-6-carboxylic 
acid N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) amide 881849-82-7P 
, 7-[4-(3-[N-(2,5-Difluorophenyl)-N-methylamino]propyl]phenyl]-3,9- 
diazabicyclo(3.3. 1) non-6-ene-6-carboxylic acid 
N-cycl op ropyl-N- ( 3 -methoxy- 

2-methylbenzyl)amide 881849-83-8P, 7- [4- [3- [N- (5-chloro-2- 
methylphenyl) -N-methylamino) propyl) phenyl) -3, 9-diazabicyclo (3.3 . 1] non-6- 
ene-6-carboxylic acid N-cyclopropyl-N- (3-raethoxy-2-methylbenzyl ) amide 
B81849-84-9P, 7- [4- [3-[N- (2, 5-Dichlorophenyl ) -N- 

methylamino] propyl) phenyl) -3, 9-diazabicyclo [3. 3. 1) non-6-ene-6-carboxylic 
acid N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) amide 881849-85-OP 
, 7-(4-[3-(N- (3-Fluoro-2-raethylphenyl) -N-methylamino) propyl] phenyl J -3, 9- 
diazabicyclo(3.3.1)non-6-ene-6-carboxylie acid 
N-cyclopropyl-N- {3 -me thoxy- 

2-methylbenzyl) amide 881849-86-1P, 7- (4- (3- (N- (5-Fluoro-2- 
methylphenyl) -N-methylamino] propyl) phenyl) -3, 9-diazabicyclo (3. 3 . 1] non-6- 
ene-6-carboxylic acid N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) amide 
881849-87-2P, 7- [4- (3- [N- (2-Chloro-5-methylphenyl ) -N- 

raethylamino) propyl) phenyl) -3, 9-diazabicyclo (3. 3 . 1] non-6-ene-6-carboxylic 
acid N-cyclopropyl-N- (3-methoxy-2-methylbenzyl) amide 881849-88-3P 
, 7- [4- ( {N- (3-Chloro-2, 6-dif luorobenzyl) -N- (2, 2, 2- 

trifluoroethyl) amino) methyl) phenyl) -3, 9-diazabicyclo (3. 3. l)non-6-ene- 6- 
carboxylic acid N-cyclopropyl-N- (2, 3-dichlorobenzyl) amide 
881849-B9-4P, 7- ( 4- [ {N- ( 3-Chloro-2- I luoro-6-trif luoromethylbenzyl ) - 

N-{2,2,2-trifluoroethyl)amino)methyl)phenyl)-3, 9-diazabicyclo (3. 3. l)non- 6- 
ene-6-carboxylic acid N-cyclopropyl-N- {2, 3-dichlorobenzyl) amide 
8B1849-90-7P, 7- [4- ( (N- (3-Chloro-2-f luorobenzyl ) -N- 
iaopropylamino] methyl J phenyl] -3, 9-diazabicyclo (3.3.1) non-6-ene-6- 
carboxylic acid N-cyclopropyl-N- {2 , 3-dichlorobenzyl ) amide 
RL : PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of bicyclononene derivs. as inhibitors of renin for 
prophylaxis 

or treatment of diseases related to the renin-angiotensin system) 
RN 881849-16-7 CAPLUS 
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CN 3, 9-Diazabicyclo (3. 3. 1 J non-6-ene-6-carboxamide, N-cyclopropyl-7- (4- (3- 

I (2, 4 -dif luorophenyl) methyl ami no] propyl] phenyl ]-N-[ (3-methoxy-2- 

methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




F 



RN 881849-17-8 CAPLUS 

CN 3, 9-Diazabicyclol3. 3. 1] non-6-ene-6-carboxamide, N-cyclopropyl-N- [ (3- 

methoxy-2-methylphenyl) methyl ] -7- [ 4- 1 3- (methylphenylami no) propyl] phenyl] - 
(9CI) (CA INDEX NAME) 




RN 881849-18-9 CAPLUS 

CN 3, 9-Diazabicyclo[3.3. 1) non-6-ene-6-carboxamide, N-cyclopropyl-N- [ (3- 
methoxy-2-methylphenyl ) methyl] -7- ( 4- ( 3- [methyl ( 3- 
methylphenyl) amino] propyl) phenyl)- (9CI) {CA INDEX NAME) 




RN 881849-19-0 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. 1] non-6-ene-6-carboxamide, N-cyclopropyl-N- [ (3- 
methoxy-2-methylphenyl ) methyl ] -7- ( 4- [ 3- [methyl (2- 
raethylphenyl) amino] propyl] phenyl]- (9CI) {CA INDEX NAME) 
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881849-20-3 CAPLUS 

3, 9-Diazabicyclo 1 3. 3. l]non-6-ene-6-carboxamide, 7-[4-[3-( (2- 
chlorophenyl ) methylamino] propyl ) phenyl J -N-cyclopropyl-N- [ (3-methoxy-2- 
methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




881849-21-4 CAPLUS 

3, 9-Diazabicyclo[3 . 3 . 1) non-6-ene-6-carboxamide, 7- [4- [3-[ (3- 

chl or ophenyl) methyl ami no) propyl] phenyl] -N-cyclopropyl-N- [ (3-methoxy-2- 

methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




0~CH2-CH2-N-Me 



881849-23-6 CAPLUS 

3, 9-Diazabicyclo[3. 3 . 1 ] non-6-ene-6-carboxamide, 7-[4-[2-{ (3-chloro-2, 6- 
difluorobenzoyl) methylamino] ethyl) phenyl) -N-cyclopropyl-N- [ {3-methoxy-2- 
me thy 1 phenyl) methyl)- (9CI) (CA INDEX NAME) 




881849-24-7 CAPLUS 

3, 9-Diazabicyclo [3 . 3 . 1 J non-6-ene-6-carboxamide, N-cyclopropyl-7- [4- [2- 
[{(4, 5-dichloro-3-isothiazolyl ) carbonyl ] methylamino) ethyl ] phenyl ] -N- [ {3- 
methoxy- 2 -methyl phenyl) methyl]- (9CI) (CA INDEX NAME) 





881849-22-5 CAPLUS 

3, 9-Diazabicyclo (3. 3 . 1 ) non-6-ene-6-carboxatid.de, N-cyclopropyl-N- [ (3- 
methoxy-2-methylphenyl ) methyl ) -7- [ 4- [2- {methylphenylamino) ethoxy) phenyl] - 
(9CI) (CA INDEX NAME) 



RN 881849-25-8 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. l]non-6-ene-6-carboxamide, 
N-cyclopropyl-7- [ 4- [[ [ (2,4- 

dichloropheriyl ) methyl ] methylamino] methyl ] phenyl ) -N- [ ( 3-methoxy-2- 

methylphenyl) methyl]- (9CI) (CA INDEX NAME) 
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RN 881649-26-9 CAPLUS 

CN 3, 9-Diazabicyclo(3.3. l]non-6-ene-6-carboxamide, 

7- [ 4- {[ ( (2-chloro-6-f luoro- 

3-raethylphenyl) methyl ] methylamino) methyl J phenyl } -N-cyclopropyl-N- 1 (3- 
methoxy-2 -methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 881849-27-0 CAPLUS 

CN 3,9-Diazabicyclo[3.3.1]non-6-ene-6-carboxamide, 7-{4-[ [ [ (2-chloro-3, 6- 
di f luotophenyl ) methyl J methylamino ] methyl ) phenyl ) -N-cyclopropyl-N- [ { 3- 
methoxy-2-methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 881849-28-1 CAPLUS 

CN 3,9-Diazabicyclo(3.3.1]non-6-ene-6-carboxamide, 7-(4-[ ( [ (2-chloro-4- 

f luorophenyl ) methyl ) methylamino] methyl ] phenyl ) -N-cyclopropyl-N- [ ( 3-methoxy- 
2-methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




CN 3, 9-Diazabicyclo[3.3.1]non-6-ene-6-carboxamide, 7-[4-[{[ (2-chloro-6- 

f luorophenyl ) methyl ] methylamino] methyl J phenyl ] -N-cyclopropyl-N- { ( 3-methoxy- 
2 -methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 881849-30-5 CAPLUS 

CN 3, 9-Diazabicyclo[3.3. 1] non-6-ene-6-carboxamide, 
N-cyclopropyl-7- 14- ( ( I (2, 3- 

dichlorophenyl) methyl] methylamino] methyl] phenyl ]-N-[ (3-methoxy-2- 

methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 881849-31-6 CAPLUS 

CN 3,9-Diazabicyclo[3.3.1]non-6-ene-6-carboxamide, 7-{4-[[[<2- 

chlorophenyl ) methyl] methylamino) methyl ] phenyl] -N-cyclopropyl-N- [ ( 3-methoxy- 
2 -methylphenyl) methyl]- (9CI) (CA INDEX NAME) 
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(Continued) 




RN 881849-32-7 CAPLUS 

CN 3, 9-Diazabicyclo (3. 3 . 1] non-6-ene-6-carboxamide, 
N-cyclopropyl-7- (4- [ ( [ (2, 6- 

dichlorophenyl) methyl J methylamino] methyl ] phenyl ] -N- [ (3-methoxy-2- 

methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 881849-33-8 CAPLUS 

CN 3, 9-Diazabicyclo[3.3. 1 ] non-6-ene-6-carboxamide, 7- |4-(2-[ [ {2-chloro-6- 

fluoro-3-methylphenyl) methyl] methylamino] ethyl) phenyl] -N-cyclopropyl-N- [ (3- 
methoxy-2-methylphenyl) methyl]- (9CI) (CA INDEX NAME)" 




881849-34-9 CAPLUS 

3, 9-Diazabicyclo (3.3 . 1] non-6-ene-6-carboxamide, 7- 1 4- [2- ( [ (2-chloro-3, 6- 
di f luorophenyl )methyl ] methylamino] ethyl ) phenyl ) -N-cyclopropyl-N- { ( 3- 
methoxy-2-methylphenyl) methyl]- (9CI) {CA INDEX- NAME) 
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RN 881849-35-0 CAPLUS 

CN 3,9-Diazabicyclo{3.3.1]non-6-ene-6-carboxamide, 7-{4-[2-( ( (2-chloro-6- 

f luorophenyl ) methyl ] methylamino] ethyl ) phenyl ] -N-cyclopropyl-N- [ (3-raethoxy- 
2 -methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 881849-36-1 CAPLUS 

CN 3, 9-0iazabicyclo (3.3 . 1] non-6-ene-6-carboxamide, N-cyclopropyl-7- [ 4- 1 2- 
[l (2, 3-dichlorophenyl) methyl] methylamino) ethyl] phenyl] -N-[ (3-methoxy-2- 
methylphenyl) methyl)- (9CI) (CA INDEX NAME) 




RN 881849-37-2 CAPLUS 

CN 3,9-Diazabicyclo(3.3.1]non-6-ene-6-carboxamide, 7-(4-[2-U<2- 

chlorophenyl) methyl ) methyl ami no] ethyl) phenyl] -N-cyclopropyl-N- [ (3-ro 
2 -methyl phenyl) methyl]- (9CI) (CA INDEX NAME) 



ethoxy- 
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RN 881849-39-4 CAPLUS 

CN 3, 9-Diazabicyclo (3.3 . 1] non-6-ene-6-carboxamide, N-cyclopropyl-7- [ 4- [2- 
( I (2, 6-dichlorophenyl ) methyl ] methylamino] ethyl J phenyl ] -N- [ (3-methoxy-2- 
methylphenyl) methyl]- (9CI) {CA INDEX NAME) • 




RN B81849-40-7 CAPLUS 
- CN 3, 9-Diazabicyclo [3. 3.1 J non-6-ene-6-carboxamide, N-cyclopropyl-7- [4- [[ [2- 
{2,4 -diraethylphenoxy ) ethyl ) methylamino J methyl ] phenyl ] -N- 1 { 3-raethoxy-2- 
methyl phenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 881849-41-B CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. 1] non-6-ene-6-carboxamide, 
N-cyclopropyl-7- [4- I I [ (2,6- 

dichloro-4-methylphenyl ) methyl ] methylamino] methyl ] phenyl ] -N- ( { 3-methoxy-2- 
raethylphenyl) methyl J- (9CI) {CA INDEX NAME) 




RN 881849-42-9 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. 1 J non-6-ene-6-carboxamide, 7-[4-[[[(2- 

chlorophenyl ) methyl] cyclopropylamino] methyl } phenyl ] -N-cyclopropyl-N- [ (3- 
methoxy-2-methylphenyl ) methyl ] - (9CI) {CA INDEX NAME) 




RN 881849-43-0 CAPLUS 

CN 3, 9-Diazabicyclo[3.3.1]non-6-ene-6~carboxamide, N-cyclopropyl-N- [ (3- 
methoxy-2-methylphenyl) methyl] -7- [4- [ [methyl [2r (2,3,6- 
trichlorophenyl) ethyl] amino] methyl] phenyl]- (9CI) (CA INDEX NAME) 




RN 881849-44-1 CAPLUS 

CN 3, 9-Diazabicyclo [3.3.1 ] non-6-ene~6-carboxamide, 7- [4- [2- [ [ (3- 

chlorophenyl ) methyl ] methylamino] ethyl ] phenyl] -N-cyclopropyl-N- [ ( 3-methoxy- 
2-methylphenyl) methyl]- (9CI) (CA INDEX NAME) 
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RN 881849-45-2 CAPLUS 

CN 3, 9-Diazabicyclo 1 3. 3. l]non-6-ene-6-carboxamide, N-cyclopropyl-7- (4- [2- 
[ { (2, 6-dimethylphenyl) methyl] methylamino) ethyl] phenyl] -N- [ (3-methoxy-2- 
methylphenyl) methyl]- (9CI) (CA INDEX NAME ) 




RN 881849-46-3 CAPLUS ■ 

CN 3, 9-Diazabicyclo [3.3.1] non-6-ene-6-carboxamide, N-cyclopropyl-N- [ (3- 
methoxy-2-raethylphenyl)methyl]-7-{4-[2- [methyl [ (2, 3,6- 
trichlorophenyl) methyl] amino] ethyl] phenyl ]- (9CI) {CA INDEX NAME) 




RN 881849-47-4 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. l]non-6-ene-6-carboxamide, N-cyclopropyl-N- [ (3- 
methoxy-2-methylphenyl)methyl)-7-[4-[ [methyl [ (2,3, 6- 
trichlorophenyl) methyl] amino] methyl] phenyl]- (9CI) (CA INDEX NAME) 
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RN 881849-48-5 CAPLUS 

CN 3, 9-Diazabicyclo[3.3. l]non-6-ene-6-carboxamide, 7-[4-[ [ [ {3-chloro-2, 6- 
dif luorophenyl ) methyl ] ethylamino] methyl] phenyl] -N-cyclopropyl-N- [{2,3- 
dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 881849-49-6 CAPLUS 

CN 3, 9-Diazabicyclo [3.3.1] non-6-ene-6-carboxamide, 7-l4-[[[(3- 

chlorophenyl) methyl ] ethylamino] methyl] phenyl) -N-cyclopropyl-N- [ (2,3- 
dichlorophenyl) methyl )- (9CI) (CA INDEX NAME) 




RN 881849-50-9 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. l)non-6-ene-6-carboxamide, N-cyclopropyl-N- [ (2, 3- 

dichlorophenyl ) methyl] -7- ( 4- [ [ethyl [ (2,3, 5-trif luorophenyl ) methyl) amino] me 
thyl] phenyl]- (9CI) (CA INDEX NAME) 
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F 



RN 881849-S1-0 CAPLUS 

CN 3, 9-Diazabicyclo (3.3. 1] non-6-ene-6-carboxamide, N-cyclopropyl-N- [ (2, 3- 

dichlorophenyl)methyl]-7-[4-( (ethyl ( (2, 3, 6- trifluorophenyl) methyl] amino J me 
thylj phenyl] - (9CI) (CA INDEX NAME) 




RN 881849-52-1 CAPLUS 

CN 3, 9-Diazabicyclo (3. 3. 1] non-6-ene-6-carboxamide, 7-(4-[( [ (2-chloro-3, 6- 
dif luorophenyl ) methyl ] ethylamino] methyl 3 phenyl ] -N-cyclopropyl-N- [(2,3- 
dichlorophenyl) methyl]- <9CI) (CA INDEX NAME) 




RN 881849-53-2 CAPLUS 

CN 3, 9-Diazabicyclo [3.3. 1) non-6-ene-6-carboxamide, N-cyclopropyl-N- [ (2,3- 
dichlorophenyl)raethyl]-7-[4- [ ( [ (2, 2-di£luoto-l, 3-benzodioxol-4- 
yl) methyl] ethyl amino] methyl] phenyl]- (9CI) (CA INDEX NAME) 




RN 881849-54-3 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. 1 J non-6-ene-6-carboxamide, N-cyclopropyl-N- ( (2,3- 

di'chlorophenyl ) methyl] -7- ( 4- [ [ ethyl [(2,3, 6-trichlorophenyl ) methyl ] amino J me 
thyl] phenyl]- (9CI) (CA INDEX NAME) 




RN 881849-55-4 CAPLUS 

CN 3, 9-Diazabicyclo[3.3.1]non-6-ene-6-carboxamide, 7-[4-[[[(2- 

cyanophenyl ) methyl J ethylamino] methyl] phenyl] -N-cyclopropyl-N- [(2,3- 
dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 881849-56-5 CAPLUS 
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CN 3, 9-Diazabicyclo [3 . 3 . 1] non-6-ene-6-carboxamide, N-cyclopropyl-N- ( (2,3- 

dichlorophenyl) methyl] -7- [4-[ [ [ (2, 6-dif luorophenyl) methyl] ethylamino] methy 
1] phenyl]- (9CI) (CA INDEX NAME) 




RN 881849-57-6 CAPLUS 

CN 3, 9-Diazabicyclo [3.3. 1 ] non-6-ene-6-carboxamide, N-cyclopropyl-N- ( (2,3- 

dichlorophenyl)methyl]-7-(4-[ [ethyl I (2, 4, 6- trifluorophenyl) methyl] amino] me 
thyl] phenyl]- (9CI) (CA INDEX NAME) 




RN 881849-58-7 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. 1] non-6-ene-6-carboxamide, 
7- [4- ( [ [ (2-chloro-6-fluoro- 

3-methylphenyl ) methyl ] ethylamino] methyl ] phenyl ] -N-cyclopropyl-N- [(2,3- 

dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 881849-59-8 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. 1] non-6-ene-6-carboxamide, N-cyclopropyl-N- [ (2,3- 
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llphenyl]- (9CI) (CA INDEX NAME) 




RN 881849-60-1 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. l]non-6-ene-6-carboxamide, 7- [4- [ [ [ (2-chloro-6- 
f luorophenyl) methyl) ethylamino] methyl] phenyl] -N-cyclopropyl-N- [ (2, 3- 
•dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 881849-61-2 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. 1] non-6-ene-6-carboxamide, N-cyclopropyl-N- [(2,3- 
dichlorophenyl ) methyl ] -7- [ 4- [ [ethyl [ (2-f luoro-5- 

methoxyphenyl) methyl JaminoJ methyl] phenyl]- (9CI) (CA INDEX NAME) 




RN 881849-62-3 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3 . 1] non-6-ene-6-carboxamide, N-cyclopropyl-N- [(2,3- 
dichlorophenyl) methyl) -7- [4- [ (ethyl [ [2-fluoro-6- 

(trifluoromethyl) phenyl] methyl] amino] me thyl) phenyl]- (9CI) (CA INDEX 
NAME ) 



dichlorophenyl )methyl] -7- [ 4- [ [ ( (2 , 4-dichlorophenyl ) methyl] ethylamino] methy 
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RN 881849-63-4 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. 1] non-6-ene-6-carboxamide, N-cyclopropyl-N- [ (2,3- 

dichlorophenyl)methyl]-7-[4- I [ [ (2, 5-dichlorophenyl) methyl 1 ethyl ami no) me thy 
1] phenyl]- (9CI) (CA INDEX NAME) 




RN 881849-64-5 CAPLUS 

CN 3, 9-Dia2abicyclo[3.3. l]non-6-ene-6-carboxamide, 
N-cyclopropyl-7- { 4-( [[ (2,6- 

dimethylphenyl ) methyl J methylamino] methyl J phenyl] -N- { (3-methoxy-2- 

methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 681849-65-6 CAPLUS 

CN 3, 9-Diazabicyclo[3.3.1]non-6-ene-6-carboxamide, 

7-[4-[ [ [ (6-chloro-2-£luoro- 

3-methylphenyl ) methyl ] methylamino ] methyl] phenyl] -N-cyclopropyl-N- [ ( 3- 
methoxy-2-methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 881849-66-7 CAPLUS 

CN 3, 9-Diazabicyclo(3. 3 . 1] non-6-ene-6-carboxamide, 
N-cyclopropyl-7- { 4- { [ { (2, 3- 

dif luorophenyl ) methyl ] methylamino] methyl } phenyl) -N- [ (3-methoxy-2- 

methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 881849-67-8 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. l]non-6-ene-6-carboxamide, 7-[4-[2-[ [ (3-chloro-2, 6- 

di 1 1 uo rophenyl ) me thyl ] eye 1 op ropyl ami no ] e thyl ] phenyl) -N-cyclopropyl-N- { (2,3- 
dichlorophenyl) methyl)- (9CI) (CA INDEX NAME) 




RN 881849-68-9 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. l]non-6-ene-6-carboxamide, 7-[4-[ [ [ (3-chloro-2- 

f luorophenyl) methyl ] { 1-methylethyl ) amino] methyl ) phenyl ) -N-cyclopropyl-N- 
[ (3-raethoxy-2-methylphenyl) methyl]- (9CI) (CA INDEX NAME) 
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RN 881849-69-0 CAPLUS 

CN 3,9-Diazabicyclo[3.3.1]non-6-ene-6-carboxamide, 7-[4- [ I [ (3-chloro-2, 6- 
di f luorophenyl) methyl ] eye lop ropyl ami no] methyl] phenyl ] -N-cyclopropyl -N- 
[ (2, 3-dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 881849-70-3 CAPLUS 

CN 3, 9-Diazabicyclo(3. 3. 1] non-6-ene-6-carboxamide, N-cyclopropyl-7- [4- 

[ Icyclopropyl I (2, 6-dichlorophenyl ) methyl] amino] methyl] phenyl] -N- [ (2,3- 
dichlorophenyUmethyl]- (9CI) (CA INDEX NAME) 




RN ' 881849-71-4 CAPLUS 

CN 3, 9-Diazabicyclo{3.3. 1 ] non-6-ene-6-carboxamide, N-cyclopropyl-7- [ 4- 

[ (cyclopropyll (2, 3-dichlorophenyl) methyl] amino J methyl] phenyl] -N- ( (2, 3- 
dichlorophenyDmethyl]- (9CI) (CA INDEX NAME) 
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RN 881849-72-5 CAPLUS 

CN 3, 9-Diazabicyclo [3.3.1] non-6-ene-6-carboxamide, N-cyclopropyl-7- 1 4- 

{ [cyclopropyll (2,3, 6-trichlorophenyl ) methyl] amino] methyl] phenyl J -N- { (2,3 
dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 881849-73-6 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3 . 1] non-6-ene-6-carboxamide, N-cyclopropyl-7- [4- 

[ [cyclopropyl [ (2, 6-dimethylphenyl) methyl] amino] methyl] phenyl )-N-[ (2, 3- 
dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 881849-74-7 CAPLUS 

CN 3, 9-Diazabicyclo [3.3. 1 ) non-6-ene-6-carboxamide, 7-[4-[[[(2- 

cyanophenyl ) methyl ] cyclopropylamino] methyl ) phenyl ] -N-cyclopropyl-N- [(2,3 
dichlorophenyl )raethyl]- (9CI) (CA INDEX NAME) 
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RN 881849-75-8 CAPLUS 

CN 3, 9-Diazabicyclo(3 . 3. 1] non-6-ene-6-carboxamide, N-cyclopropyl-7- [4- . 
[ {cyclopropyl (4-quinolinylmethyl ) amino] methyl ] phenyl] -N- ( (2, 3- 
dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 881849-76-9 CAPLUS 

CN 3, 9-Diazabicyclo[3.3.1]non-6-ene-6-carboxamide, 

7- [ 4- [ [ { ( 6-chloro-2-f luoro- 

3 -methyl phenyl ) methyl] cyclop ropylamino] methyl] phenyl J -N-cyclopropyl-N- 
((2, 3-dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 881849-77-0 CAPLUS 

CN 3, 9-Diazabicyclo (3. 3. 1] non-6-ene-6-carboxaiaide, N-cyclopropyl-7- [4- 

[ (cyclopropyl [ [2-fluoro-6- (trifluoromethyl) phenyl] methyl) amino] methyl ]phen 
yl]-N-[ (2, 3-dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 881849-78-1 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. l]non-6-ene-6-carboxamide, 
N-cyclopropyl-7- [4- [3- ( (2- 

fluoro-S-methylphenyl)methylamino] propyl] phenyl] -N- [ (3-methoxy-2- 

methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




Me 



RN 881849-79-2 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. l]non-6-ene-6-carboxamide, N-cyclopropyl-7- [4- (3 
[ (2, 3-dichlorophenyl ) methyl amino] propyl] phenyl] -N- [ (3-methoxy-2- 
methylphenyl) methyl J- (9CI) (CA INDEX NAME) 
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RN 881849-80-5 CAPLUS 

CN 3, 9-Diazabicyclo (3. 3. 1] non-6-ene-6-carboxamide, N-cyclopropyl-7- [4- [3- 
[ (2, 6-difluorophenyl ) methylamino] propyl] phenyl ]-N- I (3-methoxy-2- 
nsethylphenyl) methyl]- (9CI) (CA INDEX NAME) 




F 



RN 881849-81-6 CAPLUS 

CN 3, 9-Diazabicyclo 1 3. 3. 1] non-6-ene-6-carboxamide, N-cyclopropyl-7- [4- [3- 
[ (2, 6-dichlorophenyl)methylamino] propyl] phenyl] -N- [ (3-methoxy-2- 
methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




cl 



RN 881849-82-7 CAPLUS 

CN 3, 9-Diazabicyclo{3.3. 1] non-6-ene-6-carboxamide, N-cyclopropyl-7- [4- [3- 
( (2 , 5-dif luorophenyl ) methylamino) propyl] phenyl] -N- [ (3-methoxy-2- 
methylphenyl) methyl]- (9CI) (CA INDEX NAME) 
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RN 881849-83-8 CAPLUS 

CN 3,9-Diazabicyclo[3.3.1]non-6-ene-6-carboxamide, 7-[4-[3-[ (5-chloro-2- 
methylphenyl) methylamino] propyl) phenyl] -N-cyclopropyl-N- [ (3-methoxy-2 
methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




RN 881849-84-9 CAPLUS 

CN . 3, 9-Diazabicyclot3.3. 1] non-6-ene-6-carboxamide, N-cyclopropyl-7- [4- [3 
[ (2, 5-dichlorophenyl)methylamino]propyl]phenyl)-N-[ (3-methoxy-2- 
methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




Cl 



RN 8B1849-85-0 CAPLUS 

CN 3, 9-DiazabicycloI3 . 3 . 1 ] non-6-ene-6-carboxamide, 
N-cyclopropyl-7- ( 4- [ 3- [ ( 3- 

f luoro-2-methylphenyl ) methylamino) propyl ] phenyl ] -N- [ ( 3-methoxy-2- 

methylphenyl) methyl]- (9CI) (CA INDEX NAME) 
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RN 881849-86-1 CAPLUS 

CN 3, 9-Diazabicyclo(3. 3. 1] non-6-ene-6-carboxamide, 
N-cyclopropyl-7- [ 4- [ 3- {{ 5- 

fluoro-2-methylphenyl ) methylamino J propyl ) phenyl ] -N- [ (3-methoxy-2- 

methylphenyl) methyl)- (9CI) <CA INDEX NAME) 




881849-67-2 CAPLUS 

3, 9-Diazabicyclo[3.3. 1] non-6-ene-6-carboxamide, 7-(4-[3-[ (2-chloro-5- 
methylphenyl) methylamino] propyl] phenyl] -N-cyclopropyl-N- [ (3-methoxy-2- 
methylphenyl) methyl]- (9CI) (CA INDEX NAME) 




8B1849-88-3 CAPLUS 

3, 9-Diazabicyclo[3.3. 1] non-6-ene-6-carboxamide, 7- [4- [ [ [ (3-chloro-2, 6- 
di f luorophenyl ) methyl ] ( 2, 2 , 2- 1 ri f luoroethyl ) amino] methyl] phenyl ] -N- 
cyclopropyl-N- [ (2, 3-dichlorophenyl)methyl] - (9CI) (CA INDEX NAME) 




F3C- CH2 T ' 



RN 881649-89-4 CAPLUS 

CN 3, 9-Diazabicyclo {3.3.1] non-6-ene-6-carboxamide,' 
7-14- [[ [ (3-chloro-2-fluoro- 

6-(trifluoromethyl)phenyl]methyl] (2, 2, 2-trif luoroethyl) amino] methyl] phenyl 
] -N-cyclopropyl-N- [ (2, 3-dichlorophenyl ) methyl ] - (9CI) (CA INDEX NAME) 




881649-90-7 CAPLUS 

3, 9-Diazabicyclo[3 . 3 . 1] non-6-ene-6-carboxamide r 7- 14- | [ [ (3-chloro-2- 

f luorophenyl ) methyl ] ( 1-methylethyl ) amino] methyl ] phenyl ] -N-cyclopropyl-N- 

[ (2, 3-dichlorophenyl) methyl]- (9CI) (CA INDEX NAME) 
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2006:193834 CAPLUS 
144:274301 

Preparation of diazabicyclononenylacetamides as renin 
inhibitors. 

Bezencon, Olivier; Boss, Christoph; Bur, Daniel; 

Corminboeuf , Olivier; Fischli, Walter; Grisostomi, 

Corinna; Remen, Lubos; Richard, Sylvia; Sifferlen, 

Thierry; Weller, Thomas 

Actelion Pharmaceuticals Ltd, Switz. 

PCT Int. Appl., 46 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



WO 2006021403 




Al 




20060302 




WO 2005- 


•EP9050 




20050822 


W: AE, 
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RW: AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, IE, 


IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG, 


BW, GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 




















PRIORITY APPLN. 


INFO. : 












WO 2004- 


EP9474 




A 20040825 
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677995-64-7P 877995-66-9P 877995-67-0P 
877995-69-2P 877995-71-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(claimed compd.; prepn. of diazabicyclononenylacetamides as renin 
inhibitors) 
RN B77995-55-6 CAPLUS 

CN 3, 9-Diazabicyclo[3.3. 1] non-7-ene-6-acetamide, 7- [4- [3- (2-chloro-3, 6- 

difluorophenoxy) propyl] phenyl] -N- [ ( 2-chlorophenyl) methyl ] -N-cyclopropyl- 
(lR,5S,6R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



OTHER SOURCE (S) : 
GI 



MARPAT 144:274301 




MYQX 
UVW- 



RN 877995-56-7 CAPLUS 

CN 3, 9-Diazabicyclo[3 . 3 . 1] non-7-ene-6-acetamide, 7- t 4- (3- (2-chloro-3, 6- 
dif luorophenoxy) propyl] phenyl] -N-cyclopropyl-N- [ (2-f luoro-5- 
methoxyphenyl) methyl)-, ( 1R, 5S, 6R) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



AB Title compds. (I; Z - NH, NL, CH2, CHL, O, S; W = Ph substituted by V in 
para position; V » oxyalkylene, oxyalkyleneoxy; U = (substituted) aryl; 

X, 

Y - bond, alkylene; Q - CONR1; M = (substituted) Ph, pyridyl; L ■ R3, 
COR3, C02R3, CONR2R3, S02R3, S02NR2R3; Rl = alkyl, cycloalkyl; R2 =» H, 
alkyl, alkenyl, cycloalkyl, cycloalkylalkyl; R3 - (substituted) alkyl, 
cycloalkyl, cycloalkylalkyl; with a proviso] , were prepared Thus, 
racemic 

N- (2-chlorobenzyl) -2-[ (1R*, 5S*, 6R*) -7- [ 4- [3- (2-chloro-3, 6- 
dif luorophenoxy) propyl] phenyl] -3, 9-diazabicyclo {3.3. 1) non-7-en-6-yl ] -N- 
cyclopropylacetamide (multistep preparation given) inhibited renin with 
IC50 - 

1.4 nM. 

IT 877995-55-6P 877995-56-7P 877995-57-8P 
877995-58-9P 677995-60-3P 877995-62-5P 
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OMe 




RN 877995-57-8 CAPLUS 

CN 3, 9-Diazabicyclo[3. 3 . 1] non-7-ene-6-acetamide, 7-[4- [3- (2-chloro-3, 6- 
di fluorophenoxy) propyl ] phenyl ] -N-cyclopropyl-N- { { 3-methoxy-2- 
methylphenyl) methyl)-, < 1R, 5S, 6R) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 877995-58-9 CAPLUS 

CN 3,9-Diazabicyclo[3.3.1]non-7-ene-6-acetamide, 7- [4- [3- (2-chloro-3, 6- 
dif luorophenoxy) propyl] phenyl) -N-cyclopropyl-N- [ (2-methoxy-3-methyl-4- 
pyridinyl) methyl)-, (1R, 5S, 6R) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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OMe 




RN 877995-60-3 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. l]non-7-ene-6-acetaraide, 7- 1 4- [3- <2-chloro-3, 6- 

di f luorophenoxy ) propyl ) phenyl ) -N-cyclopropyl-N- ( 1 3-methoxyphenyl) methyl] -, 
(lR,5S,6R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 877995-62-5 CAPLUS 

CN 3 , 9-Diazabicyclo [3.3 . 1] non-7-ene-6-acetamide, 7- [4- | 3- (2-chloro-3, 6- 
di f luorophenoxy) propyl] phenyl) -N-cyclopropyl-N- t (2, 3- 
dichlorophenyl) methyl]-, (1R, 5S, 6R) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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RN 877995-64-7 CAPLUS 

CN 3, 9-Diazabicyclo (3.3.1) non-7-ene-6-acetamide, 7- ( 4- [ 3- (2-chloro-3, 6- 
dif luorophenoxy) propyl] phenyl) -N-cyclopropyl-N- [(2,3- 
dimethylphenyl) methyl]-, (1R, Ss, 6R) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 877995-66-9 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3.1] non-7-ene-6-acetamide, 7- [4- [3- (2-chloro-3, 6- 
difluorophenoxy) propyl) phenyl ] -N-methyl-N- (phenylmethyl) -, 

(lR,5S,6R)-rel- 

(9CI) (CA INDEX NAME) 



L4 ANSWER 8 OF 15 CAPLUS COPYRIGHT 2007 ACS on STN • (Continued) 

r 




RN 877995-67-0 CAPLUS 

CN 3, 9-Diazabicyclo [3.3.1] non-7-ene-6-acetamide, 7- [ 4- [ 3- (2-chloro-3, 6- 
di t luorophenoxy ) propyl ] phenyl ) -N- ( {2-chlorophenyl ) methyl ) -N-ethyl- , 
(lR,5S,6R)-rel- (9CI) (CA INDEX NAME) 

'Relative stereochemistry. 




RN 877995-69-2 CAPLUS 

CN 3, 9-Diazabicyclo [3 . 3.1] non-7-ene-6-acetamide,' 7- [ 4- [3- (2-chloro-3, 6- 
dif luorophenoxy) propyl] phenyl) -N-cyclopropyl-N- [ (3,5- 
dimethoxyphenyl) methyl]-, (IR, 5S, 6R) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



Relative stereochemistry. 
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RN 877995-71-6 CAPLUS 

CN 3, 9-Diazabicyelo[3. 3. 1] non-7-ene-6-acetamide, 7- (4- [3- (2-chloro-3, 6- 
di f luorophenoxy) propyl J phenyl J -N-cyclopropyl-N- [(3,4- 
dimethoxyphenyl) methyl)-, (1R, 5S, 6R) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




IT 877996-05-9P 877996-06-0P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of diazabicyclononenylacetamides as renin inhibitors) 
RN 877996-05-9 CAPLUS 

CN 3, 9-Diazabicyclo[3.3.1]non-7-ene-6-acetamide, 7- {4- [3- (2-chloro-3, 6- 
dif luorophenoxy) propyl] phenyl] -N-cyclopropyl-N- [ (3-methoxy-2- 
methylphenyl) methyl}-, monohydrochloride, (1R, 5S, 6R) -rel- (9CI) (CA 

INDEX 
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NAME) 

Relative stereochemistry. 




• HC1 



RN 877996-06-0 CAPLUS 

CN 3,9-Diazabicyclo[3.3.1)non-7-ene-6-acetamide, 7- [ 4- [3- (2-chloro-3, 6- 

dif luorophenoxy) propyl J phenyl ] -N-cyclopropyl-N- [ (2-methoxy-3-raethyl-4- 
pyridinyl) methyl]-, monohydrochloride, (1R, SS, 6R) -rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 




• HC1 
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2006:193413 CAPLUS 
144:274299 

Preparation of diazabicylononenes as renin 

Bezencon, Olivier; Boss, Christoph; Bur, Daniel; 

Corminboeuf, Olivier; Fischli, Walter; Grisostomi, 

Corinna; Remen, Lubos; Richard, Sylvia; Sifferlen, 

Thierry; Waller, Thomas 

Actelion Pharmaceuticals Ltd., Switz. 

PCT Int. Appl., 98 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO: 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 2006021401 




A2 




20060302 




WO 2005- 


EP9048 




20050822 


WO 2006021401 




A3 




20060413 
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RW: AT, 
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CH, 
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FI, 


FR, 


6B 


GR, 


HU, IE, 
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PL 
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TR, 


BF, BJ, 
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MR, 


NE, 
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TD 
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BW, GH 
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MW, 


MZ, 
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PRIORITY APPLN. 


INFO 














WO 2004- 


EP9476 




A 20040825 



OTHER SOURCE (S) : 



CASREACT 144:274299; MARPAT 144:274299 



MQT 



AB Title compds. [I; X » NH, NL, CH2, CHL, O, S; W - 1, 4-phenylene; V - 

E1ZE2; El = bond, CH2; E2 - O, CH20; Z = pyrrolidinylene, azetidinylene; 

U 

■ (substituted) aryl, 5-membered heteroaryl; T » CONR1; Q » CH2; M « 
(substituted) Ph, pyridyl; L - R3, COR3, C02R3, CONR2R3, S02R3, S02NR2R3; 
Rl ° alkyl, cycloalkyl; R2 - H, alkyl, alkenyl, cycloalkyl, 
cycloalkylalkyl; R3 - (substituted) alkyl, cycloalkyl, cycloalkylalkyl; 
with a proviso] , were prepared Thus, 

(lRS,5SR)-7-[4-( (3R)-3-(2, 6-dichloro-4- 

methylphenoxy) pyrrolidin-l-yl ] phenyl ] -3, 9-diazabicyclo [3.3.1] non-6-ene-6- 
carboxylic acid cyclopropyl (3-methoxy-2-methylbenzyl) amide (raultistep 
preparation given) inhibited renin with IC50 - 1.1 nM. 

IT 878012-13-6P 878012-14-7P 878012-15-8P 
878012-16-9P 878012-17-0P 879012-27-2P 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) & . 

(claimed compd.; prepn. of diazabicylononenes as renin inhibitors) 

RN 878012-13-6 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. 1] non-6-ene-6-carboxamide, N-cyclopropyl-N- [ (3- 

methoxy-2-methylphenyl) methyl] -7-14- [[ (3S> -3- (2, 3, 6-trif luorophenoxy) -1- 
pyrrolidinyl J methyl ) phenyl ) - (9CI) {CA INDEX NAME) 

Absolute stereochemistry. 




RN 878012-14-7 CAPLUS 

CN 3, 9-Diazabicyclo[3. 3 . 1] non-6-ene-6-carboxamide, 
N-cyclopropyl-7-[4-[[ (3S)- 

3- (2, 6-dichlorophenoxy) -1-pyrrolidinyl J methyl] phenyl ]-N-f (3-methoxy-2- 

methylphenyl) methyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 878012-16-9 CAPLUS 

CN 3, 9-Diazabicyclo [3 . 3 . 1] non-6-ene-6-carboxamide, 7- (4- 1 1 <3S) -3- (2-chloro- 
3, 6-dif luorophenoxy) -1-pyrrolidinyl Jmethyl] phenyl] -N-cyclopropyl-N- [ (3- 
methoxy-2-methylphenyl) methyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 878012-17-0 CAPLUS 

CN 3, 9-Diazabicyclo [3 . 3.1] non-6-ene-6-carboxamide, 
7-14-1 1 (3R)-3-(2-chloro-6- 

fluoro-3-methylphenoxy) -l-pyrrolidinyl]methyl] phenyl J -N-cyclopropyl-N- [ (3- 
methoxy-2-methylphenyl) methyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 878012-15-8 CAPLUS 

CN 3, 9-Diazabicyclo 13.3. l]non-6-ene-6-carboxam±de, 

N-cyclopropyl-7-(4- | ( (3S) - 

3- ( 2, 6-dichloro- 4- f luorophenoxy ) -1-pyrrolidinyl] methyl) phenyl }-N-[ (3- 
methoxy-2-raethylphenyl) methyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 878012-27-2 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. l]non-6-ene-6-carboxamide, 
N-cyclopropyl-7-(4-[ { (3R) - 

3- (2, 3 -dif luorophenoxy) -1-pyrrolidinyl] methyl] phenyl] -N- [ ( 3-me thoxy-2- 

methylphenyl) methyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




* IT B78013-39-9P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of diazabicylononenes as renin inhibitors) 
RN 878013-39-9 CAPLUS 

CN 3 , 9-Diazabicyclo 13.3. 1] non-6-ene-6-carboxamide, 
7-(4-[ I <3S)-3-(2-chloro-6- 

f luoro-3-methylphenoxy)- 1-pyrrolidinyl] methyl J phenyl] -N-cyclopropyl-N- [ (3- 
methoxy-2-methylphenyl) methyl]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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2005:523456 CAPLUS 
143:60005 

Preparation of diazablcyclononene derivatives and 
tifteir use as renin inhibitors 
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V = (CH2)r, A-<CH2)3, CH2-A-(CH2)t, (CH2)s-A, (CH2 ) 2-A- (CH2 ) u, 
A-{CH2)v-B, 

(CH2)3-A-CH2, A-CH2CH2-B-CH2, CH2-A-CH2CH2-B, (CH2 ) 3-A-CH2-CH2, etc.; A, 

B 

« O, S, S{0), S(0)2; U = aryl, heteroaryl; T - CONR1, (CH2)pOCO, 
(CH2)pN(Rl)CO, (CH2)pN(Rl)S02, C02; Q = lower alkylene or alkenylene; M - 
aryl-0(CH2)vR7, heteroaryl-0(CH2) vR7, aryl-0(CH2) vO (CH2)wR7, 
heteroaryl- (CH2) VO (CH2) wR7, etc.; L - R3, COR3, C02R3, CONR2R3, S02R3, 
S02NR2R3, COCH(Aryl)2; Rl - H, lower alkyl, alkenyl, or alkynyl, 
cycloalkyl, aryl, cycloalkyl-lower alkyl; R2, R2' - H, lower alkyl or 
alkenyl, cycloalkyl, cycloalkyl-lower alkyl; R3 - H, each (un) substituted 
lower alkyl or alkenyl, cycloalkyl, aryl, heteroaryl, heterocyclyl, 
cycloalkyl-lower alkyl, aryl-lower alkyl, heteroaryl-lower alkyl, etc.; 

R5 

= OH, lower alkoxy, -OCOR2, C022, NR2R2 ' , OCONR2R2 ' , NCONR2R2 ' , cyano, 
CONR2R2 * , S03H, SONR2R2 1 , CO-morpholin-4-yl, 
CO-[ (4-loweralkyl)piperazin-l- 

yl], -NH (NH) NH2, etc.; R6 = OH, OR2, OCOR2, OCOOR2; or R6 and R5 form 

together with the carbon atoms to which they are attached a 

(un) substituted 1, 3-dioxolane ring ; R7 = lower alkoxy; m, n, z » 0, 1; 



pure 



1-4; r - 3-6; s - 2-5; u - 1-3, w - 1,2 integer) and optically 



enantiomers, their mixts. pharmaceutically acceptable salts, solvent 
complexes, and morphol. forms. These compds. are renin inhibitors and 
useful for the treatment or prophylaxis of disorders which are assocd. 
with dysregulation of the renin-angiotensin system (RAS) . The disorders 
include cardiovascular and renal diseases hypertension, congestive heart 
failure, pulmonary hypertension, cardiac insufficiency, renal 
insufficiency, renal or myocardial ischemia, atherosclerosis, renal 
failure, erectile dysfunction, glomerulonephritis, renal colic, glaucoma, 
diabetic complications, complications after vascular or cardiac surgery, 
restenosis, complications of treatment with immunosuppressive agents 

after 

organ transplantation, and other diseases known to be related to the RAS. 
For example, 7- {4- [3- (2-chloro-3, 6-dif luorophenoxy) propyl] phenyl) -3, 9- 
diazabicyclo [3. 3. 1) non-6-ene-6-carboxylic acid N-cyclopropyl-N- ( [2- (2- 
. methoxyethoxy) -3-methylpyridin-4-yl] methyl] amide and 

7- [4- [3- (2-Chloro-3, 6- 

dif luorophenoxy) propyl ] phenyl ] -3, 9-diazabicyclo 13.3 . 1] non-6-ene-6- 
carboxylic acid N-cyclopropyl-N- [3- (2 -methoxyethoxy) -2 -methyl benzyl] amide 
showed IC50 of 1.00 and 1.05 nM, resp., against human recombinant renin. 

IT 854052-99-6P 854053-00-2P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of diazablcyclononene derivs. as renin inhibitors for 
treatment 

or prophylaxis of disorders associated with dysregulation of 
renin-angiotensin system) 
854052-99-6 CAPLUS 

3, 9-Diazabicyclo[3.3.1)non-6-ene-6-carboxamide, 7- [4- [3- (2-chloro-3, 6- 
dif luorophenoxy) propyl ] phenyl ] -N-cyclopropyl-N- [ (2- (2-methoxyethoxy) -3- 
methyl-4-pyridinyl] methyl]- (9CI) (CA INDEX NAME) 



RN 



AB Novel 3, 9-diazabicyclo[3.3.1]nonene derivs. of formula (I) [X, W - N, CH; 
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CI 



RN 854053-00-2 CAPLUS 

CN 3, 9-Diazabicyclo(3.3.1Jnon-6-ene-6-carboxaraide, 7- [4- [3- (2-chloro-3, 6- 
dif luorophenoxy) propyl] phenyl) -N-cyclopropyl-N- [ [3- (2-methoxyethoxy) -2- 
methylphenyl] methyl]- (9CI) (CA INDEX NAME) 




Cl 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I [X and W independently » N, -CH-; V - -A, 

-CH2-CH2-CH2-A-CH2-CH2-, -CH2-CH2-CH2-CH2-A-CH2-, etc.; A - O, S, -SO-, 
etc.; U = aryl, heteroaryl; T » -CONR1, -COO-, - (CH2)pN(Rl)CO-, etc.; Rl 

H, alkyl, alkenyl, etc.; Q - alkylene, alkenylene; M - aryl-0(CH2)qR2, 
heteroaryl-0(CH2)qR2, aryl-0(CH2)20(CH2) yR2, etc.; p - 1-4; R2 - OH, CN, 
S03H, etc.; L » - [ (CH2 ) mNXl (CH2 ) m- ] x; XI - R3, COR3, COOR3, etc.; R3 » H, 
cycloalkyl, aryl, etc.; q» 2-4; y •» 1-2; n and m - 0-1; x - 0-1 with 
provisions] and their pharmaceutically acceptable salts, are prepared and 
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disclosed as renin inhibitors. Thus, e.g., II was prepd. by amidation of 
2-chloroisonicotinoyl chloride with aniline followed by a 
methylation/redn. sequence to give intermediate 

2-chloro-3-methylpyridine- 

4-carbaldehyde {III). Ill underwent reductive amination with 

eye lop ropyl amine followed by substitution with 3-{tert- 

butyldimethylsilanyloxy)propan-l-ol to provide the desired 

pyridinylraethylaraine intermediate which was used to couple with 

{ rac . ) - { 1R, 5S ) -7- { 4- ( 3- (2-chloro-3, 6-di f luorophenoxy) propyl ] phenyl } 3, 9- 

diazabicyclo[3.3.1)non-6-ene-3,6, 9-tricarboxylic acid 3, 9-di-tert-Bu 

ester 

{prepn. given). The coupling product was subjected to deprotection to 
provide II. The activity of I was evaluated in in vitro inhibition 
assays 

of human recombinant renin and it revealed that all compds. of the 
invention possessed IC50 values in the range of 0.49 up to 1.43 nM. I as 
inhibitors of renin should prove useful in the treatment of diseases such 
as, but not limited to, hypertension, congestive heart failure and 
pulmonary hypertension. Pharmaceutical compns. comprising of I are 
disclosed. 

IT 851449-69-9P 851449-70-2P 851449-71-3P 
851449-72-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of diazacyclononene derivs. as inhibitors of renin) 
RN 851449-69-9 CAPLUS 

CN 3, 9-Diazabicyclo{3.3. 1] non-6-ene-6-carboxamide, 7- [4- [3- (2-chloro-3, 6- 
di f luorophenoxy) propyl J phenyl } -N-cyclopropyl-N- [ [ 2- < 3-hydroxypropoxy) -3- 
methyl-4-pyridinyl J methyl J- (9CI) (CA INDEX NAME) 




RN 851449-70-2 CAPLUS 

CN 3, 9-Diazabicyclo[3.3.1]non-6-ene-6-carboxamide, 
N-cyclopropyl-7-[4-[2-(2,6- 

dichloro-4-methylphenoxy ) ethoxy) phenyl 1 -N- [ [ 2- ( 3-hydroxypropoxy) -3-methyl- 
4-pyridinyl] methyl]- (9CI) (CA INDEX NAME) 
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Cl 



RN 851449-71-3 CAPLUS 

CN 3, 9-Diazabicyclo(3.3. l]non-6-ene-6-carboxamide, 7- [4- (3- {2-chloro-3, 6- 
dif luorophenoxy) propyl) phenyl] -N-cyclopropyl-N- { [2- (2-hydroxyethoxy) -3 
methyl-4-pyridinyl ] methyl 1- (9CI) (CA INDEX NAME) 




Cl 



RN 851449-72-4 CAPLUS 

CN 3, 9-Diazabicyclo[3.3. 1] non-6-ene-6-carboxamide, 
N-cyclopropyl-7-[4- [2- (2, 6- 

dichloro-4-methylphenoxy) ethoxy] phenyl] -N- [ {2- (2-hydroxyethoxy) -3-methyl-4- 
pyridinyl] methyl]- (9CI) (CA INDEX NAME) 
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807616-55-3P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of 3, 9-diazabicyclo[3 . 3 . 1J nonene derivs. as 

inhibitors of parasite aspartic proteases) 
807616-55-3 CAPLUS 

3,9-Diazabicyclo[3.3.1]non-6-ene-3-carboxylic acid, 6-{[{(2- 
chlorophenyl ) methyl ] cyclopropylamino) carbonyl ] -7- [ 4- [ 3* {2 , 3, 6- 
trifluorophenoxy) propyl] phenyl]-, 1, 1-dimethylethyl ester (9CI) (CA 

X 

NAME) 



MeO 2 C(CH 2 )3C0N NH 





t-BuO-C-^ 




(CH 2 )3- 



Afl Pharmaceutical compns. for treating diseases demanding the inhibition of 

parasite aspartic proteases contain one or more compound (s) of the 
general 

formula (I) [X, W - N, CH; V - (CH2)r, A-(CH2)s, CH2-A- (CH2) t, (CH2)s-A, 
(CH2)2-A-(CH2)u-; A(CH2)v-B, (CH2) 3-A-CH2, A-CH2CH2-B-CH2, 
CH2-A-CH2CH2-B, 

(CH2I3-A-CH2CH2, (CH2) 4-A-CH2, A-CH2CH2-B-CH2-CH2, CH2-A-CH2-CH2-B-CH2, 
CH2-A-(CH2)3-B, CH2CH2-A-CH2CH2-B (wherein A, B = O, S, SO, S02; r = 3-6; 
s » 2-5; t - 1-4; u - 1-3; v - 2-4); U - aryl, heteroaryl; T = CONR1, 
(CH2)p0C0, (CH2)pN(Rl)C0, (CH2 ) pN (Rl ) S02 , COO {wherein Rl » H, lower 
alkyl, alkenyl, or alkynyl, etc.; p - 1-4); Q = lower alkylene or 
alkenylene; M = H, cycloalkyl, aryl, heterocyclyl, heteroaryl; L - R3, 
COR3, COOR3, CONR2R3, S02R3, S02NR2R3, COCH(Aryl)2 (wherein R2 - H, lower 
alkyl or alkenyl, cycloalkyl, cycloalkyl -lower alkyl; R3 = H, each 
(un) substituted lower alkyl or alkenyl, cycloalkyl, aryl, heteroaryl, 
heterocyclyl, cycloalkyl-lower alkyl, aryl-lower alkyl, heteroaryl-lower 
alkyl, heterocyclyl-lower alkyl, aryloxy-lower alkyl, or 
heteroaryloxy-lower alkyl); m, n = 0 or 1], optically pure enantiomers, 
mixts. of enantiomers such as racemates, diastereomers, mixts. of 
diastereomers, diastereomeric racemates, mixts. of diastereomeric 
racemates, and the meso-form as well as pharmaceutically acceptable 
salts, 

solvent complexes and morphol. forms and suitable carrier materials. The 
pharmaceutical compns. are useful for the treatment or prevention of 
malaria or diseases caused by protozoal infection. The invention also 
concerns related aspects including processes for the preparation of the 
pharmaceutical compns. containing one or more of those corapds. and 
especially their 

use as inhibitors of plasmepsin II. For example, compound (II) showed 

IC50 

of <10 nM against plasmepsin II. 



. IT 625424-37-5P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of 3, 9-diazabicyclo [3. 3 . 1] nonene derivs. as inhibitors of 
parasite aspartic proteases) 
RN 625424-37-5 CAPLUS 

CN. 3, 9-Diazabicyclo[3.3.1]non-6-ene-3-pentanoic acid, 7- [4- [3- (2-bromo-5- 
f luorophenoxy ) propyl ] phenyl ] -6- [ [ cyclopropyl [ 2- ( 2, 3- 
difluorophenyl) ethyl] amino] carbonyl] -S-oxo-, monoformate . (9CI ) (CA 
INDEX NAME) 

CM 1 

CRN 625424-36-4 

CMF C39 H41 Br F3 N3 05 
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H0 2 C- (CH 2 ) 3 - 
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(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of 3, 9-diazabicyclo [3.3. 1] nonene derivs. as inhibitors of 
parasite aspartic proteases for treatment or prepn. of malaria 

diseases 

caused by protozoal infection) 
RN 625419-28-5 CAPLUS 

CN 3, 9-Diazabicyclo [3 . 3 . 1] non-6-ene-6-carboxamide, 3-acetyl-7- [4- [2- (3- 
methoxyphenoxy) ethyl} phenyl] -N-methyl-N- (2-phenylethyl) - (9CI) (CA 
NAME) 




-XT' 



C-N-CH 2 -CH 2 -Ph 



CRN 64-18-6 
CMF C H2 02 



625419-30-9 CAPLUS 

3, 9-Diazabicyclo [3. 3. lJnon-6-ene-6-carboxamide, 3-acetyl -N-methyl-N- (2- 
phenylethyl ) -7- [ 4- [ 2- [ 3- { tri f luoromethoxy ) phenoxy] ethyl] phenyl] - ( 9CI ) 
(CA INDEX NAME) 



625419- 


28- 


5P 


625419- 


30- 


9P 


625419- 


36- 


5P 


625419- 


52- 


5P 


625419- 


99- 


OP 


625420- 


01- 


IP 


625420- 


07- 


7P 


625420- 


31- 


7P 


625420- 


37- 


3P 


625420- 


41- 


9P 


625420- 


49- 


7P 


625420- 


91- 


9P 


625420- 


95- 


3P 


625420- 


97- 


5P 


625421- 


23- 


OP 


625421- 


40- 


IP 


625421- 


42-3P 


625421- 


44- 


5P 


625421-46-7P 


625421- 


50- 


3P 


625424- 


22- 


8P 


625424- 


34- 


2P 


625424- 


36- 


4P 


625424- 


48- 


8P 


625424- 


50- 


2P 


625424- 


52- 


4P 


625424- 


60- 


4P 


625424- 


62- 


6P 


625424- 


64- 


8P 


625424- 


66- 


OP 


625424- 


6B- 


2P 


625424- 


70- 


6P 


625424- 


72- 


8P 


625426- 


50- 


8P 


625426- 


61- 


IP 


625427- 


38- 


5P 


625427- 


8 6- 


3P 


625427- 


89- 


5P 


625427- 


92- 


IP 


625431- 


2B- 


9P 


625431- 


53- 


OP 


625433- 


91- 


2P 


807615- 


51- 


6P 


807615- 


53- 


8P 


807615- 


57- 


2P 


807615- 


60- 


7P 


807615- 


62- 


9P 


807615- 


68- 


5P 


807615- 


70- 


9P 


807615- 


71- 


OP 


807615- 


72- 


IP 


807615- 


73- 


2P 


807615- 


74- 


3P 


807615- 


75- 


4P 


807615- 


76- 


5P 


607615- 


77- 


6P 


807615- 


78- 


7P 


807615- 


79- 


8P 


807615- 


80- 


IP 


807615- 


81- 


2P 


807615- 


82- 


3P 


807615- 


83- 


4P 


807615- 


84- 


5P 


807615- 


85- 


6P 


B07615- 


86- 


7P 


807615- 


87- 


8P 


807615- 


88- 


9P 


807615- 


89- 


OP 


807615- 


90- 


3P 


807615- 


92- 


5P 


807615- 


93- 


6P 


807615- 


94- 


7P 


807615- 


95- 


8P 


807615- 


96- 


9P 


807615-97-0P 


807615- 


96- 


IP 


807615- 


99- 


2P 


807616- 


00- 


8P 


807616- 


01- 


9P 


807616- 


02- 


OP 


807616- 


03- 


IP 


807616- 


04- 


2P 


807616- 


05- 


3P 


807616- 


06- 


4P 


807616- 


07- 


5P 


807616- 


08- 


6P 


807616- 


09- 


7P 


807616-10-OP 















RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 




C-N- CH 2 -CH2- Ph 



0 Me 

RN 625419-36-5 CAPLUS 

CN 3, 9-Diazabicyclo [3.3. 1 J non-6-ene-6-carboxamide, 3-acetyl-7- [ 4- { 3- (2- 

chlorophenoxy) propyl] phenyl] -N-methyl-N- { 2-phenylethyl )- (9CI) (CA INDEX 
NAME) 




C-N~CH 2 -CH 2 -Ph 



O Me 



RN 625419-52-5 CAPLUS 

CN 3, 9-Diazabicyclo (3 . 3 . 1] non-6-ene-6-carboxamide, 3-acetyl-7- [ 4- [2- (3- 

bromophenoxy) ethyl] phenyl] -N-methyl-N- (2-phenylethyl)- (9CI) (CA INDEX 
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NAME) 
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■XT' 



C- N- CH2- CH?- Ph 
II ' 
0 Me 

RN 625419-99-0 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. l}non-6-ene-6-carboxamide, 
3-acetyl-N-methyl-7-[4-[2- 

{2- ( 1-methylethyl ) phenoxy] ethyl ] phenyl ] -N- (2-phenylethyl ) - ( 9CI ) 

INDEX NAME) 




CH2-CH2-Ph 



625420-31-7 CAPLUS 

3, 9-Diazabicyclo [3. 3. l]non-6-ene-6-carboxamide, 3-acetyl-7- (4- [2- (2, 5- 
dichlorophenoxy) ethyl ] phenyl ] -N-methyl-N- (2-phenylethyl > - ( 9CI ) (CA 




c- N-CH2-CH2- Ph 




625420-01-1 CAPLUS 

3, 9-Diazabicyclo [3. 3. l)non-6-ene-6-carboxamide, 3-acetyl-7- [ 4- [2- [2- (1, 1- 
dimethylethyl ) phenoxy J ethyl ] phenyl ) -N-methyl-N- ( 2-phenylethyl ) - ( 9CI ) 

INDEX NAME) 



625420-37-3 CAPLUS 

3, 9-Diazabicyclot3. 3. 1] non-6-ene-6-carboxamide, 3-acetyl-7- [4- [2- (3- 
chlorophenoxy) ethyl] phenyl] -N-methyl-N- (2-phenylethyl)- (9CI) (CA INDEX 
NAME) 




■TO 



C- N- CH2- CH2- Ph 



O Me 



62S420-07-7 CAPLUS 

3, 9-Diazabicyclo [3.3.1} non-6-ene-6-carboxamide, 3-acetyl-7- [ 4- ( 2- { 2- ( 1, 1- 
dimethylethyl) - 4-methylphenoxy J ethyl J phenyl) -N-methyl-N- (2-phenylethyl) - 
(9CI) (CA INDEX NAME) 




■-Or' 



C~ N- CH2- CH2- Ph 



O Me 



625420-41-9 CAPLUS 
' 3, 9-Diazabicyclo [3.3.1) non-6-ene-6-carboxamide, 3-acetyl-7- ( 4- ( 2- [ 4- ( 1 , 1- 
dimethylethyl) -2-methylphenoxy] ethyl] phenyl] -N-methyl-N- (2-phenylethyl) - 
(9CI) (CA INDEX NAME) 
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(Continued) 
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C-N-CH2-CH2~Ph 



625420-49-7 CAPLUS 

3, 9-Diazabicyclo[3.3. l)non-6-ene-6-carboxamide, 3-acetyl-7- [4- [2- (3, 5- 
dichlorophenoxy) ethyl] phenyl ) -N-methyl-N- (2-phenylethyl ) - ( 9CI ) (CA 




L-A 



(CH 2 )3-0— 



625420-97-5 CAPLUS 

3 , 9-Diazabicyclo [ 3 . 3 . 1) non-6-ene-6-carboxamide, 3-acetyl-7- [ 4- [ 3- ( 2- 
chlorophenoxy) propyl] phenyl] -N-methyl-N- (3-phenylbutyl)- (9CI) (CA INDEX 
NAME) 




C-N-CH2-CH2- Ph 



O Me 



\ 



625420-91-9 CAPLUS 

3 , 9-Diazabicyclo [ 3 . 3 . 1 ) non- 6-ene-6-carboxamide, 3-acetyl-7- [ 4- ( 3- ( 2- 
chlorophenoxy) propyl ) phenyl ) -N- [2- (2-chlorophenyl ) ethyl] -N-methyl- ( 9CI ) 
(CA INDEX NAME) 




625420-95-3 CAPLUS 

3, 9-Diazabicyclo [3. 3. l]non-6-ene-6-carboxamide, 3-acetyl-7- [4- (3- (2- 
chlorophenoxy) propyl ) phenyl ] -N- [ (2-chlorophenyl ) methyl ) -N-cyclopropyl- 
(9CI) (CA INDEX NAME) 




(CH 2 ) 3 - 



-to 



C- N- CH 2 - CH2- CH- Me 



O Me 



RN 625421-23-0 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. 1] non-6-ene-6-carboxamide, 
3-acetyl-7-(4- [3- (2-bromo- 

5-fluorophenoxy) propyl] phenyl J -N-cyclopropyl-N- (phenylmethyl) - 
, INDEX NAME) 




RN 625421-40-1 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. 1 ) non-6-ene-6-carboxamide, 
3-acetyl-7-{4-[3- (2-broroo- 

5-f luorophenoxy) propyl ] phenyl ) -N- [2- (2-chlorophenyl ) ethyl ] -N-cyclopropyl- 

(9CI) (CA INDEX NAME) 
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Br 



RN 625421-42-3 CAPLUS 

CN 3, 9-Diazabicyclo [3.3 . 1] non-6-ene-6-carboxamide, 

3-acetyl-7-{4-[3- (2-bromo- 

5- fluorophenoxy) propyl] phenyl] -N-cyclopropyl-N- (2- (2,3- 
difluorophenyl) ethyl]- (9CI) (CA INDEX NAME) 




F 



RN 625421-44-5 CAPLUS 

CN 3, 9-Diazabicyclo(3.3.1]non-6-ene-6-carboxamide, 
3-acetyl-7-[4-(3-(2-bromo- 

5- fluorophenoxy) propyl] phenyl] -N-cyclopropyl-N- (2- ( 4-f luorophenyl ) ethyl } - 

(9CI) (CA INDEX NAME) 




Br 



RN 625421-46-7 CAPLUS 

CN 3, 9-Diozabicyclo ( 3. 3. 1 ) non-6-ene-6-carboxamide, 
3-acetyl-7-[4-[3-(2-bromo- 

5- fluorophenoxy ) propyl ] phenyl ] -N-cyclopropyl-N- [ 2- (2-methylphenyl ) ethyl] - 

(SCI) (CA INDEX NAME) 




Br 



RN 625421-50-3 CAPLUS 

CN 3, 9-Diazabicyclo 1 3. 3. 1] non-6-ene-6-carboxamide, 

3-acetyl-7- ( 4- { 3- (2-bromo- 

5- fluorophenoxy) propyl] phenyl) -N-cyclopropyl-N- [ [3- 
(trifluoromethyl) phenyl Jraethyl]- (9CI) (CA INDEX NAME) 
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Br 



RN 625424-22-8 CAPLUS 

CN 3, 9-Diazabicyclo[3.3.1Jnon-6-ene-3-pentanoic acid, 7- (4- (3- (2-bromo-5- 
fluorophenoxy) propyl] phenyl]- 6- [ [cyclopropyl! [3- 

(trifluororaethyl)phenyl]methyl]amino}carbonyl)-8-oxo- (9CI) (CA 
INDEX NAME) 




Br 



RN 625424-34-2 CAPLUS 

CN 3, 9-Diazabicyclo (3. 3. 1] non-6-ene-3-pentanoic acid, 7- [4- [3- (2-bromo-5- 

fluorophenoxy) propyl] phenyl] -6- [ [ (2- (2-chlorophenyl) ethyl] cyclopropylamino 
]carbonyl]-5-oxo- (9CI) (CA INDEX NAME) 
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CH 2 




Br 



RN 625424-36-4 CAPLUS 

CN 3, 9-Diazabicyclo[3.3.1]non-6-ene-3-pentanoic acid, 7- [4- (3- (2-bromo-5- 
fluorophenoxy) propyl] phenyl) -6- [ (cyclopropyl [2- (2, 3- 
dif luorophenyl) ethyl] amino] carbonyl] -5-oxo- (9CI) (CA INDEX NAME) 




F 



RN 625424-48-8 CAPLUS 

CN 3, 9-Diaz*bicyclo(3.3. 1] non-6-ene-3-pentanoic acid, 7- [4- (3- (2-bromo-5- 
fluorophenoxy) propyl] phenyl] -6- [ (cyclopropyl [ (2- 

fluorophenyl ) methyl] amino] carbonyl ] -5-oxo- , methyl ester (9CI) (CA 
INDEX NAME) 



M ANSWER 12 OF 15 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
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.-9 



II II 

MeO-C- (CH2)3~C. 




Br 



RN 625424-50-2 CAPLUS 

CN 3, 9-0iazabicyclo(3 . 3 . 1] non-6-ene-3-pentanoic acid, 7- {4- [3- (2-bromo-5- 
fluorophenoxy) propyl] phenyl]- 6- [ [cyclopropyl [ [3- 

(trifluoromethyl) phenyl} methyl] amino] carbonyl] -8-oxo-, methyl ester 
(9CI) (CA INDEX NAME) 




Br 



RN 625424-52-4 CAPLUS 

CN 3, 9-Diazabicyclo[3.3.1]non-6-ene~3-pentanoic acid, 7- {4- [3- <2-bromo-5- 
fluorophenoxy) propyl] phenyl]- 6- [ [ cyclopropyl { (2- 

methylphenyl) methyl) amino ] carbonyl] -8-oxo-, methyl ester (9CI) (CA 

INDEX NAME) 




Br 



RN 625424-60-4 CAPLUS 

CN 3, 9-Diazabicyclo[3.3. l}non-6-ene-3-pentanoic acid, 7- [4- {3- (2-bromo-5 

fluorophenoxy) propyl] phenyl] -6- [ [cyclopropyl (2-phenylethyl ) amino] carbonyl ] 
8-oxo-, methyl ester (9CI) (CA INDEX NAME) 




Br 



RN 625424-62-6 CAPLUS 

CN 3, 9-Diazabicyclo{3.3. 1) non-6-ene-3-pentanoic acid, 7- [4- [3- (2-bromo-5 

fluorophenoxy) propyl] phenyl] -6- [ [ {2- ( 2 -chl o rophenyl ) ethyl ) cyclop ropy lami no 
) carbonyl] -8-oxo- , methyl ester (9CI) (CA INDEX NAME) 




Br 
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RN 625424-64-B CAPLUS 
• CN 3, 9-Diazabicyclo(3.3.1]non-6-ene-3-pentanoic acid, 7- (4- [3- (2-bromo-5- 
f luorophenoxy ) propyl ] phenyl ] - 6- [ [ cyclopropyl ( 2- { 2 , 3- 
difluorophenyl) ethyl] amino] carbonyl) -8-oxo-, methyl ester (9CI) (CA 
INDEX NAME) 




F 



RN 625424-66-0 CAPLUS 

CN 3, 9-Diazabicyclo[3.3. 1] non-6-ene-3-pentanoic acid, 7- [4- [3- (2-bromo-5- 
f luorophenoxy) propyl] phenyl] -6- [ [cyclopropyl [2- ( 4- 
fluorophenyl) ethyl] amino] carbonyl] -8-oxo- , methyl ester (9CI) (CA 
INDEX NAME) 




Br 



RN 625424-6B-2 CAPLUS 

CN 3, 9-Diazabicyclo[3.3. l]non-6-ene-3-pentanoic acid, 7- [4- [3- (2-bromo-5- 
f luorophenoxy ) propyl] phenyl] -6- [ (cyclopropyl [2- (2- 
methylphenyl) ethyl) amino] carbonyl] -8-oxo-, methyl ester (9CI) (CA 
INDEX NAME) 
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Br 



RN 625424-70-6 CAPLUS 

CN 3,9-Diazabicyclo[3.3.1]non-6-ene-3-pentanoic acid, 7- (4- [3- (2-bromo-5 
fluorophenoxy) propyl] phenyl] -6- ( {cyclopropyl ( (3, 5- 
dimethoxyphenyl ) methyl] amino] carbonyl ) -8-oxo-, methyl ester (9CI) 
(CA INDEX NAME) 



OMe 




Br 



RN 625424-72-8 CAPLUS 

CN 3,9-Diazabicyclo[3.3.1]non-6-ene-3-pentanoic acid, 7- (4- (3- (2-bromo-5 
fluorophenoxy) propyl) phenyl] -6- ( [cyclopropyl (2- ( 4- 
methylphenyl) ethyl] amino] carbonyl] -8-oxo- , methyl ester (9CI) (CA 
INDEX NAME) 



L4 ANSWER 12 OF 15 CAPLUS COPYRIGHT 2007 ACS on STM {Continued) 




Br 



RN 625426-50 r 8 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. 1 ] non-6-ene-3-pentanoic acid, 7- (4- [3- (2-bromo-5- 

Iluorophenoxy) propyl] phenyl] -6- ( [ [ (2-chlorophenyl) methyl Jcyclopropylamino) 
carbonyl] -8-oxo-, methyl ester (9CI) (CA INDEX NAME } 




Br 



RN 625426-61-1 CAPLUS 

CN 3, 9-Diazabicyclo[3. 3. 1] non-6-ene-3-pentanoic acid, 7- [ 4- (3- (2-bromo-5- 

fluorophenoxy) propyl] phenyl] -6- [ [cyclopropyl (phenylmethyl) amino] carbonyl] - 
8-oxo-, methyl ester (9CI) (CA INDEX NAME) 
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Br 



RN 625427-38-5 CAPLUS 

CN 3, 9-Diazabicyclo[3.3. 1] non-6-ene-6-carboxamide, 7- (4- [2- (2-chloro-4, 5- 

dimethylphenoxy) ethoxy] phenyl ] -N-[ (2-chlorophenyl)methyl] -N-ethyl-3-formyl- 
(9CI) (CA INDEX NAME) 




RN 625427-86-3 CAPLUS 

CN 3,9-Diazabicyclo[3.3.1]non-6-ene-3-pentanoic acid, 7- [4- [2- (2-chloro-4, 5- 

dimethylphenoxy) ethoxy J phenyl] -6- ( [ ( (2-chlorophenyl)methyl] cyclopropylamin 
o] carbonyl] -8-oxo-, methyl eater (9CI) (CA INDEX NAME) 




Me 



RN 625427-88-5 CAPLUS 

CN 3, 9-Diazabicyclo[3.3. l}non-6-ene-3-pentanoic acid, 7- | 4- [2- (2-chloro-4, 5- 

dimethylphenoxy) ethoxy] phenyl] -6- [ [ I (2-chlorophenyl) methyl] ethylarainojcarb 
onyl] -8-oxo- , methyl ester (9CI) (CA INDEX NAME) 



L4 ANSWER 12 OF 15 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 625427-92-1 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. l]non-6-ene-3-pentanoic acid, 7- [4- [2- (2-chloro-4, 5- 
dimethylphenoxy) ethoxy] phenyl] -6- { [cyclopropyl [ [3- 
( trifluoromethyl) phenyl} methyl) amino] carbonyl] -8-oxo- , methyl ester 
(9CI) (CA INDEX NAME) 




RN 625431-28-9 CAPLUS 

CN 3, 9-Diazabicyclo (3.3.1] non-6-ene-6-carboxamide, 3-acetyl-7- [ 4- [3- (2- 

chlorophenoxy ) propyl ] phenyl ] -N-methyl-N- [ [ 3- ( t ri f luororaethyl ) phenyl ] methyl 
]- (9CI) (CA INDEX NAME) 




CI 



RN 625431-53-0 CAPLUS 

CN 3, 9-Diazabicyclo[ 3 . 3. 1] non-6-ene-6-carboxamide, 3-acetyl-7- [ 4- (3- (2- 

chl orophenoxy) propyl] phenyl ]-N-( (2-chlorophenyl) methyl] -N-methyl- (9CI) 
(CA INDEX NAME) 
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RN 625433-91-2 CAPLUS 

CN 3, 9-Diazabicyclo[3.3. 1] non-6-ene-3-pentanoic acid, 7- [4- [2- (2-bromo-5- 
f luorophenoxy ) ethyl] phenyl ] -6- [ [methyl (2-phenylethyl ) amino] carbonyl ] - 
8-oxo- (9CI) (CA INDEX NAME) 



H0 2 C- <CH 2 )3-C^ 

i 




O Me 



RN 807615-51-6 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. 1] non-6-ene-3-pentanoic acid, 7- [ 4- [3- (2-bromo-5- 

f luorophenoxy) propyl] phenyl] -6- [ [cyclopropyl (phenylmethyl) amino] carbonyl] - 
a,a-dimethyl-8-oxo- (9CI) (CA INDEX NAME) 




Br 



RN 807615-53-8 CAPLUS 

CN 3, 9-Diazabicyclo [3.3. 1] non-6-ene-3-pentanoic acid, 7- [4- [3- (2-bromo-5- 
f luorophenoxy) propyl) phenyl] -6- { [cyclopropyl [ (2- 
methylphenyl) methyl] amino] carbonyl) -a, a-dimethyl-8-oxo- 
(9CI) (CA INDEX NAME) 
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Br 



RN 807615-57-2 CAPLUS 

CN 3,9-Diazabicyclo[3.3.1]non-6-ene-3-pentanoic acid, 7- [4-'[3- (2-bromo-5- 

fluorophenoxy) propyl] phenyl] -6- [ [ ( (2-chlorophenyl ) methyl ] cyclopropylamino] 
carbonyl] -a, a-dimethyl-8-oxo- (9CI) (CA INDEX NAME) 




Br 



RN B07615-60-7 CAPLUS 

CN 3, 9-Diazabicyclo[3.3.1]non-6-ene-3-pentanoic acid, 7- (4- [3- (2-bromo-5- 
fluorophenoxy) propyl] phenyl) -6- ( [cyclopropyl t (3- 
(trifluoromethyl) phenyl] methyl] amino] carbonyl] -a,t»-dimethyl- 
8-oxo- (9CI) (CA INDEX NAME) 




Br 



RN 807615-62-9 CAPLUS 

CN 3, 9-Diazabicyclo(3 . 3 . 1] non-6-ene-6-carboxamide, 7- [ 4- ( 3- ( 2-bromo-5- 
fluorophenoxy) propyl] phenyl] -N-cyclopropyl-3- [ { (2R, 4S) -4-hydroxy-2- 
pyr rolidinyl ] carbonyl ] -N- I [3- (trifluoromethyl) phenyl] methyl]- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 807615-68-5 CAPLUS 

CN 3,9-Diazabicyclo[3.3.1]non-6-ene-3-pentanoic acid, 6-[[((2- 

chlorophenyl) methyl] cyclopropylamino] carbonyl] -S-oxo-7- [4- [3- (2, 4, 6- 
trifluorophenoxy) propyl] phenyl]-, methyl ester (9CI) (CA INDEX NAME) 
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RN 807615-70-9 CAPLUS 

CN 3,9-Diazabicyclo[3.3.1]non-6-ene-3-pentanoic acid, 6-[[((2- 
chlorophenyl) methyl] cyclopropylamino] carbonyl] -a, a-dimethyl- 
S-oxo-7-[4-[3-(2,4,6-trifluorophenoxy)propyl]phenyl]- (9CI) (CA 
INDEX NAME) 




F 



RN 807615-71-0 CAPLUS 

CN 3, 9-Diazabicyclo[3.3. 1] non-6-ene-3-pentanoic acid, 6- [ [cyclopropyl [ [3- 
( trifluoromethyl) phenyl] methyl) amino] carbonyl] -8-oxo-7- [ 4- [3- (2, 4, 6- 
trifluorophenoxy) propyl) phenyl]-, methyl ester (9CI) (CA INDEX NAME) 
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RN 807615-72-1 CAPLUS 

CN 3, 9-Diazabicyclo[3.3.1]non-6-ene-6-carboxamide, 3-acetyl-N- [ (2- 
chlorophenyl) methyl] -N-cyclopropyl-7- [4- [3- (2,4,6- 
trifluorophenoxy) propyl] phenyl]- (9CI) (CA INDEX NAME) 




RN 807615-73-2 CAPLUS 

CN 3, 9-Diazabicyelo[3.3. 1] non-6-ene-3-pentanoic acid, 6-[[t(2- 

chlorophenyl ) methyl ] cyclopropylamino] carbonyl ] -8-oxo-7- ( 4- [ 3- (2, 4, 6- 
trifluorophenoxy) propyl] phenyl]- (9CI) (CA INDEX NAME) 



|| 0 CH 2 

H0 2 C- (CH 2 )3-C^ / K II I /\ 
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RN 807615-74-3 CAPLUS 

CN 3, 9-Diazabicyclo[3. 3. 1] non-6-ene-6-carboxamide, 
N- | ( 2-chlorophenyl) methyl ] - 

N-cyclopropyl-7- [4-[3- (2, 4, 6-trif luorophenoxy) propyl] phenyl) - (9CI) (CA 

INDEX NAME) 




RN 807615-75-4 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. l]non-6-ene~3-pentanoic acid, 7- [4- [2- (4- 
bromophenoxy) ethoxy) phenyl) -6- [ [ cyclopropyl [ [3- 
( tri f luoromethyl ) phenyl ) methyl ] amino] carbonyl ) -a, a-dimethyl- 
8-OXO- (9CI) (CA INDEX NAME) 




RN 807615-76-5 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. l]non-6-ene-3-pentanoic acid, 7- [4- (2- (2-chloro-4, 5- 
dimethylphenoxy) ethoxy] phenyl] -6- [ [cyclopropyl ( [3- 
(trif luoromethyl) phenyl ) methyl] amino] carbonyl ) -a, a-dimethyl- 
8-oxo- (9CI) (CA INDEX NAME) 




RN 807615-77-6 CAPLUS 

CN 3, 9-Diazabicyclo (3. 3. 1) non-6-ene-6-carboxamide, 7- [4- [3- (2- 

chlorophenoxy) propyl] phenyl ] -N- [2- ( 4-fluorophenyl ) ethyl ] -3- forrayl-N-methyl- 
(9CI) (CA INDEX NAME) 




RN 807615-78-7 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. 1} non-6-ene-6-carboxamide, 7- ( 4- { 3- (2- 

chlorophenoxy)propyl)phenyl] -N-[ (3, 4-dichlorophenyl ) methyl) -3- formyl-N- 
methyl- (9CI) (CA INDEX NAME) 



CI 




RN 807615-79-8 CAPLUS 

CN 3, 9-Diazabicyclo [3.3.1] non-6-ene-6-carboxamide, 
N-[ (4-bromophenyl) methyl ] - 

7-{4-[3-(2-chlorophenoxy)propyl]phenyl)-3-forrayl-N-methyl- (9CI) (CA 

INDEX NAME) 
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Br 




RN 807615-80-1 CAPLUS 

CN 3, 9-Diazabicyclo {3. 3. 1) non-6-ene-6-carboxamide, N-butyl-7- [4- [3- (2- 

chlorophenoxy) propyl) phenyl] -3- formyl-N- (phenylmethyl) - (9CI) (CA INDEX 
NAME) 




RN 807615-81-2 CAPLUS 

CN 3, 9-Diazabicyclo [3.3.1 ]non-6-ene-6-carboxamlde, 7-[4-[3-(2- 

chlorophenoxy) propyl] phenyl] -N-[3- (2-chlorophenyl) propyl] -3-formyl-N- 
methyl- (9CI) {CA INDEX NAME) 




RN 807615-82-3 CAPLUS 

CN 3,9-Diazabicyclo[3.3.1]non-6-ene-6-carboxamide, 7- [4-13- (2- 

chlorophenoxy) propyl] phenyl] -N- [ (3, 4-dif luorophenyl) methyl] -3- fonnyl-N- 
methyl- (9CI) (CA INDEX NAME) 
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RN 807615-83-4 CAPLUS 

CN 3, 9-Diazabicyclo [3.3.1] non-6-ene-6-carboxamide, 7-[4-{3-(2- 

chlorophenoxy) propyl] phenyl )-N-( (2, 4-dichlorophenyl ) methyl) -3- formyl-N- 
methyl- (9CI> (CA INDEX NAME) 




RN 807615-84-5 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. 1] non-6-ene-6-carboxamide, 7-(4-[3-(2- 

chlorophenoxy) propyl] phenyl] -N- [ ( 4-chlorophenyl ) methyl ] - 3- formyl-N-methyl- 
(9CI) (CA INDEX NAME) 




v cli2 "V 



RN 807615-85-6 CAPLUS 

CN 3, 9-Diazabicyclo {3.3. 1] non-6-ene-6-carboxamide, 7-(4-[3-(2- 



chlorophenoxy) propyl) phenyl] -3- f ormyl-N-methyl-N- [ < 2-methylphenyl ) methyl] - 
(9CI) " (CA INDEX NAME) 



L4 ANSWER 12 OF 15 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



L4 ANSWER 12 OF 15 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 807615-86-7 CAPLUS 

CN 3, 9-Diazabicyclo[3. 3. 1) non-6-ene-6-carboxamide, 3-acetyl-7- ( 4- [3- (2- 

chlorophenoxy) propyl ) phenyl ) -N-methyl-N- [ ( 3-methylphenyl ) methyl 1 - ( 9CI ) 
(CA INDEX NAME) 




RN 807615-87-8 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. l)non-6-ene-6-carboxamide, 3-acetyl-7- [4- [3- (2- 

chlorophenoxy) propyl] phenyl ] -N-methyl-N- ( [ 4- ( trif luoromethyl) phenyl ] methyl 
)- (SCI) (CA INDEX NAME) 




RN 807615-88-9 CAPLUS 

CN 3,9-Diazabicyclo[3.3.1)non-6-ene-6-carboxamide, 3-acetyl-7- (4- [3- (2- 

chlorophenoxy) propyl ) phenyl ) -N-methyl-N- (2- (2-methylphenyl ) ethyl J - ( 9CI ) 

(CA INDEX NAME) 




RN 807615-89-0 CAPLUS 

CN 3, 9-Diazabicyclo{3 . 3 . 1 J non-6-ene-6-carboxamide, 3-acetyl-7- [4- [3- (2- 

chlorophenoxy) propyl] phenyl )-N- [2- (3, 4-difluorophenyl) ethyl] -N-methyl - 
(9CI) (CA INDEX NAME) 



F 




RN 807615-90-3 CAPLUS 

CN 3, 9-Diazabicyclo [3.3.1] non-6-ene-6-carboxamide, 3-acetyl-7- [ 4- [3- (2- . 
chlorophenoxy) propyl] phenyl] -N-[ (3-chlorophenyl) methyl] -N-methyl- (9CI) 
(CA INDEX NAME) 




RN 807615-92-5 CAPLUS 

CN 3, 9-Diazabicyclo [3 . 3 . 1 ] non-6-ene-6-carboxamide, 3-acetyl-7- [4- [3- (2- 
chlorophenoxy) propyl] phenyl] -N- [ (3, 4-difluorophenyl) methyl] -N-methyl - 
(9CI) (CA INDEX NAME) 
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RN 807615-93-6 CAPLUS 

CN 3, 9-Diazabicyclo [3.3.1] non-6-ene-6-carboxamide, 3-acetyl-N- [2- (2- 

bromophenyl)ethyl]-7- [4- [3- (2-chlorophenoxy) propyl] phenyl] -N-methyl - 

(9CI) 

(CA INDEX NAME ) 




RN 807615-94-7 CAPLUS 

CN 3, 9-Diazabicyclo [3. 3. l]non-6-ene^6-carboxamide, 3-acetyl-7- [4- [ 3- (2- 

chlorophenoxy) propyl J phenyl ] -N- 12- (2, 4-di f luorophenyl ) ethyl ] -N-methyl- 
(9CI) (CA INDEX NAME) 




RN 807615-95-8 CAPLUS 

CN 3, 9-Diazabicyclo (3 . 3. 1] non-6-ene-6-carboxamide, 3-acetyl-7- 14- 13- (2- 
chlorophenoxy) propyl] phenyl] -N-methyl-N- (5-phenylpentyl) - (9CI) (CA 

INDEX 
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C-N- (CH2)5~Ph 



O Me 



RN 807615-96-9 CAPLUS 

CN 3, 9-Diazabicyclo [3 . 3 . 1] rion-6-ene-6-carboxamide, 3-acetyl-7- [4- [3- (2- 

chlorophenoxy) propyl] phenyl] -N-methyl-N- [3- (2-methylphenyl) propyl J - (9CI) 
(CA INDEX NAME) 




RN 807615-97-0 CAPLUS 

CN 3, 9-Diazabicyclo (3.3 . 1] non-6-ene-6-carboxami.de, 3-acetyl-7- (4- ( 3- ( 2- 

chlorophenoxy ) propyl ] phenyl ) -N- { 2-phenylethyl ) -N- (phenylmethyl ) - ( 9CI ) 
(CA INDEX NAME) 



Ac. 




O CH2~Ph 



RN 807615-98-1 CAPLUS 

CN 3, 9-Diazabicyclo [3.3.1] non-6-ene-6-carboxamide, 3-acetyl-7- [ 4- [ 3- (2- 

chlorophenoxy) propyl) phenyl ]-N-[ 2- (2, 4 -dichlorophenyl) ethyl] -N-methyl - 
(9CI) (CA INDEX NAME) 
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f luorophenoxy) propyl) phenyl J -6- [ 1 12- (2-chlorophenyl) ethyl Jcyclopropylamino 
] carbonyl] -y.y-dimethyl-S-oxo- <9CI) <CA INDEX NAME) 



RN 807615-99-2 CAPLUS 

CN 3, 9-Diazabicyclo(3.3. 1 J non-6-ene-6-carboxamide, 3-acetyl-7~ [ 4- [3- (2- 

chlorophenoxy) propyl] phenyl ] -N-methyl-N- (2- (2, 4, 6-trimethylphenyl) ethyl] - 

(9CI) (CA INDEX NAME) 




RN 807616-00-8 CAPLUS 

CN 3,9-Diazabicyclo[3.3.1]non-6-ene-3-pentanoic acid, 7- [4- [3- (2-bromo-5- 
fluorophenoxy) propyl) phenyl) -6- [ (cyclopropyl (2- {2, 3- 
di f luorophenyl ) ethyl ) amino) carbonyl) -a, ct-dimethyl-6-oxo- 
(9CI) (CA INDEX NAME) 



r 



H02C- C- CH2~ CH2~ C^ 




T ii 

H02C- CH2~ CH2~ C~ C^ 





807616-02-0 CAPLUS 

3, 9-Diazabicyclo[3.3. 1) non-6-ene-3-pentanoic acid, 7-|4-(3- (2-bromo-5- 
fluorophenoxy) propyl} phenyl) -6- [ (cyclopropyl (2- (2- 
roethylphenyl ) ethyl ) amino) carbonyl ) -y, y-dimethyl-5-oxo- 
(9CI) (CA INDEX NAME) 



Me O 

I I! 

H02C- CH2~ CH2~ C- C^ 



RN 807616-03-1 CAPLUS 

CN 3, 9-Diazabicyclo[3.3. 1) non-6-ene-3-pentanoic acid, 7- [4- (3- (2-bromo-5- 

fluorophenoxy) propyl] phenyl)- 6- [ {cyclopropyl (2-phenylethyl) amino] carbonyl 1 - 
a,a-dimethyl-8-oxo- (9CI) (CA INDEX NAME) 





RN 807616-01-9 CAPLUS 

CN 3, 9-Diazabicyclo[3.3. 1 Jnon-6-ene-3-pentanoic acid, 7- [4- [3- (2-brorao-5- 
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r 1° 

HO2C- C- CH2~ CH2~ C^ 



O CH2 CH2~ Ph 

" 1 A 





807616-04-2 CAPLUS 

3, 9-Diazabicyclo[3. 3. 1] non-6-ene-3-pentanoic acid, 7-{4-(3-(2- 

f luorophenoxy) propyl] phenyl] -6- [ {cyclopropyl { 2- ( 4- 

f luorophenyl) ethyl] amino) carbonyl) -a, a-dimethyl-6-oxo- 

(9CI) (CA INDEX NAME) 



H02C- C- CH2~ CH2~ C-^ 





- CH 2 ~ CH 2 - C^ 




L-A 




RN 807616-06-4 CAPLUS 

CN Carbamic acid, [5- [7- [4- [2- (2-bromo-4-f luorophenoxy) ethyl)phenyl] -6- 

[ [methyl (2-phenylethyl) amino] carbonyl] -3, 9-diazabicyclo [3. 3. 1] non-6-en-3- 
yl]-l,5-dioxopentyl]-, 1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 



OO O 
It II II 

t-BuO-C-NH-C- {CH 2 )3~C^ 




CH 2 - CH 2 ~ Ph 



RN 807616-05-3 CAPLUS 

CN 3, 9-Diazabicyclo[3 . 3 . 1 ) non-6-ene-3-pentanoic acid, 7- ( 4- { 3- (2-bromo-S- 
fluorophenoxy) propyl] phenyl] -6- ( [cyclopropyl [2- (4- 
methylphenyl) ethyl] amino] carbonyl] -a,o-dimethyl-d-oxo- 
(9CI) (CA INDEX NAME) 



807616-07-5 CAPLUS 

1-Piperidinecarboxylic acid, 4- ( [7- (4- (2- <2-bromo-4- 

fluorophenoxy)ethyl)phenyl]-6- { (methyl (2-phenylethyl) aminojcarbonyl) -3, 9- " 
diazabicyclo[3.3. l]non-6-en-3-yl] carbonyl) -, 1, 1-dimethylethyl ester 

) 

(CA INDEX NAME) 
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'OX r 





t-CH 2 -CH 2 - Ph 




REFERENCE COUNT : 



B07616-08-6 CAPLUS 

3, 9-Diazabicyclo[3.3. 1 J non-6-ene-6-carboxamide, 7- {4- [2- (2-bromo-5- 
f luorophenoxy) ethyl ) phenyl] -3- ( 3-hydroxy- 1-oxobutyl ) -N-methyl-N- (2- 
phenylethyl)- (9CI) (CA INDEX NAME) 



THERE ARE 7 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



Me- CH~CH 2 -C^ 




O Me 



RN 807616-09-7 CAPLUS 

CN 3, 9-Diazabicyclot3.3. 1] non-6-ene-6-carboxamide, 7- {4- 12- (2-bromo-5- 

f luorophenoxy) ethyl] phenyl ] -N-methyl-N- (2-phenylethyl) -3- (lH-tetrazol-1- 
ylacetyl)- (9CI) (CA INDEX NAME) 




O Me 



RN 807616-10-0 CAPLUS 

CN 3, 9-Diazabicyclo[3.3. l]non-6-ene-6-carboxamide, 7- (4- [2- (2-brom©-5- 

f luorophenoxy) ethyl] phenyl] -3- (hydroxyacetyl) -N-raethyl-N- (2-phenylethyl) - 
(9CI) (CA INDEX NAME) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB 3, 9-Diazabicyclo(3. 3. Unonene derivs. I (Z, Y, X, W ■ N, or -CH; V - 

alkyl, alkoxy, sulfide, sulfoxy, sulfate; U «» aryl, heteroaryl; T - 
amide, 

sulf amide, ester; Q = lower alkylene or alkenylene; L « H, alkyl, alkene, 
aryl, heteroaryl, alkoxy, aryloxy, CN, ester, amide, sulfate, sulf amide, 
etc.; M - H, cycloalkyl, aryl, heterocycle, heteroaryl) were prepared as 
renin inhibitors for the treatment of cardiovascular and renal diseases. 
Thus, II was treated with 2-chlorophenol, TMAD, and tri-Bu phosphine to 
give the aryl ether which was deprotected using THC/AcOH to give III. 
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AB The' invention relates to novel 3, 9-diazabicyclo{3. 3. 1] nonene deriva. of 
formula (I) {wherein w » six-membered non benzofused, Ph or heterocyclic 
ring substituted in the meta or para positions; V » OCH2CH (OMe) CH20, 
0CH2CH{Me)CH20, OCH2CH (CF3) CH20; OCH2C(Me)20, OC(Me)2CH20, , OCH2CH(Me)0, 
OCH(Me)CH20, OCH2C(CH2CH2)20, O (CH2CH2 ) CH20; U - aryl, heteroaryl; T - 
CONR1, (CH2)pOCO, (CH2 ) pN (Rl ) CO, (CH2)pN (Rl) S02, orC02; Q « lower 
alkylene, or alkenylene; M ° H, cycloalkyl, aryl, heterocyclyl, 
heteroaryl; L ° R3, COR3, C02R3, CONR2R3, S02R3, S02NR2R3, COCH(Aryl)2; 

Rl 

«» H; lower alkyl, lower alkenyl, lower alkynyl, cycloalkyl, aryl, 
cycloalkyl -lower alkyl; R2 « H, lower alkyl, lower alkenyl, cycloalkyl, 
cycloalkyl- lower alkyl; R3 » H, lower alkyl, lower alkenyl, cycloalkyl, 
aryl, heteroaryl, heterocyclyl, cycloalkyl-lower alkyl, aryl-lower alkyl, 
heteroaryl-lower alkyl, heterocyclyl-lower alkyl, aryloxy-lower alkyl, 
heteroaryloxy-lower alkyl, where by .these groups may be unsubstituted or 
mono, di- or trisubstituted; ra, n «■ 0 or 1, with the proviso that in case 
m is 1, n is 0, or vice versa; p • an integer of 1-4; k = an integer of 
0-1] and optically pure enantiomers, mixts. of enantiomers such as 
racemates, diastereomers, mixts. of diastereomers, diastereomeric 
racemates, etc. and pharmaceutically acceptable salts, solvates, and 
morphol. forms were prepared Also provided are pharmaceutical compns. 
containing the compds. as the active ingredients for treatment or 
prophylaxis 

of disorders which are associated with a dysregulation of the 
renin-angiotensin system (RAS) , comprising cardiovascular and renal 
diseases, hypertension, congestive heart failure, pulmonary hypertension, 
cardiac insufficiency, renal insufficiency, renal or myocardial ischemia, 
atherosclerosis, renal failure, erectile dysfunction, glomerulonephritis, 
renal colic, glaucoma, diabetic complications, complications after 
vascular or cardiac surgery, restenosis, complications of treatment with 
immunosuppressive agents after organ transplantation, and other diseases 
known to be related to the RAS. Thus, ( 1R, 5S) -7- [4- [ (2S> -2-methyl-3- 

(2, 3, 6-trifluorophenoxy)propoxy] phenyl] -3, 9-diazabicyclo(3.3. l)non-6-ene-6- 
carboxylic acid cyclopropyl (2, 3-dichlorobenzyl) amide and 

(lS,5R)-7-[4-[ (2S)-2-raethyl-3-(2,3,6-trifluorophenoxy)propoxy]phenyl]-3,9- 
• diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl (2, 3- 

dichlorobenzyl) amide were prepared starting from (-)-Me D-B- 

hydroxyisobutyrate. 
IT 791065-37-7P 793709-22-5P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 

preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
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(Preparation); RACT (Reactant or reagent); USES (Uses) 

(prepn. of 7-aryl-3, 9-diazabicyclo [3 . 3. l]non-6-ene derivs. and their 
use as renin inhibitors in treatment of hypertension, cardiovascular 

or 

renal diseases) 
RN 791065-37-7 CAPLUS 

CN 3, 9-Diazabicyclo[3 . 3 . 1] non-6-ene-6-carboxamide, N-cyclopropyl-N- [ (2, 3- 
dichlorophenyl) methyl] -7- [4- 1 (2S) -2-methyl-3- (2, 3, 6- 
trifluorophenoxy)propoxy] phenyl]-, (1R,5S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



R 




RN 793709-22-5 CAPLUS 

CN 3, 9-Diazabicyclo{3.3.1]non-6-ene-6-carboxamide, N-cyclopropyl-N- [ (2, 3- 
dichlorophenyl ) methyl] -7- [4- [ (2S) -2-methyl-3- (2,3, 6- 
trifluorophenoxyjpropoxy] phenyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 791065-38-BP 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of 7-aryl-3, 9-diazabicyclof 3. 3. 1 )non-6-ene derivs. and 

their 

use as renin inhibitors in treatment of hypertension, cardiovascular 

or 
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renal diseases) 
RN 791065-38-8 CAPLUS 

CN 3, 9-Diazabicyclo{ 3. 3. llnon-6-ene-6-carboxanu.de, N-cyclopropyl-N- t (2. 3- 
dichlorophenyl) methyl) -7- (4- [ (25) -2-methyl-3- (2, 3, 6- 
trifluorophenoxy)propoxy) phenyl)-, (1S,5R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB The invention relates to novel 3, 9-diazabicyclo [3. 3. 1) nonene derivs. of 
formula (I) [wherein X, w - N, CH; V - {CH2)r, A-(CH2)a, 
CH2-A-(CH2)t, {CH2)S-A, (CH2 ) 2-A- (CH2 ) u, A-(CH2)v-B, (CH2 } 3-A-CH2, 
A-CH2CH2-B-CH2, CH2 - A- CH2CH2 - B , (CH2 ) 3-A-CH2CH2 , (CH2) 4-A-CH2, 
A-CH2CH2-B-CH2CH2, CH2-A-CH2CH2-B-CH2, . CH2-A- (CH2 ) 3-B, CH2CH2-A-CH2CH2-B; 
A, B m o, S, SO, S02; U aryl, heteroaryl; T - CONR1, (CH2)pOCO, 
(CH2)pN(Rl)CO, (CH2)pN(Rl)S02, or C02; Q - lower alkylene, or alkenylene; 
M - H, cycloalkyl, aryl, heterocyclyl, heteroaryl; L ■ R3, COR3, C02R3, 
CONR2R3, S02R3, S02NR2R3, COCH{Aryl)2; Rl » H; lower alkyl, lower 

alkenyl, 

lower alkynyl, cycloalkyl, aryl, cycloalkyl-lower alkyl; R2 ■ H, lower 
alkyl, lower alkenyl, cycloalkyl, cycloalkyl-lower alkyl; R3 «• H, lower 
alkyl, lower alkenyl, cycloalkyl, aryl, heteroaryl, heterocyclyl, 
cycloalkyl-lower alkyl, aryl-lower alkyl, heteroaryl~lower alkyl, 
heterocyclyl-lower alkyl, aryloxy-lower alkyl, heteroaryloxy-lower alkyl, 
where by these groups may be unsubstituted or mono, di- or 
trisubstituted; 

m, n = 0 or 1, with the proviso that in case m is 1, n is 0, or vice 
, versa; p, t ■ an integer of 1-4; r ■ an integer of 3-6; a ■» an integer 
2-5; u ■ an integer 1-3; v ■ an integer of 2-4) and optically, pure 
enantiomers, mixta, of enantiomers such as racemates, diastereotners, 
mixta, of diastereomers, diastereomeric racemates, etc. and 
pharmaceutical^ acceptable salts, solvates, and morphol. forms. Also 
provided are pharmaceutical compns. containing the compds. as the active 
ingredients for treatment or prophylaxis of disorders which are 
associated 

with a dysregulation of the renin-angiotensin system (RAS), comprising 
cardiovascular and renal diseases, hypertension, congestive heart 
failure, 

pulmonary hypertension, cardiac insufficiency, renal insufficiency, renal 
or myocardial ischemia, atherosclerosis, renal failure, erectile 
dysfunction, glomerulonephritis, renal colic, glaucoma, diabetic 
complications, complications after vascular or cardiac surgery, 
restenosis, complications of treatment with immunosuppressive agents 

after 

organ transplantation, and other diseases known to be related to the RAS. 
The IC50-values of all compds. tested against recombinant human renin 

were 

below 100 nM. 
IT 625433-85-4P 

RL: PAC (Pharmacological activity); PUR (Purification or recovery); SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological study); 
PREP (Preparation); USES (Uses) 

{preparation of 7-aryl-3, 9-diazabicyclo [3 . 3 . 1] non-6-ene derivs. as 
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RN 625433-85-4 CAPLUS 

CN 3, 9-Diazabicyclo [3 . 3. 1 ] non-6-ene-6-carboxamide, 

N-[ (2-chlorophenyl) methyl )- 

N-cyclopropyl~3-[ [ (2S, 4R) -4-hydroxy-2-pyrrolidinyl] carbonyl) -7- (4- [3- 
(2, 3, 6-trifluorophenoxy) propyl) phenyl)-, (1S,5R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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MeO. 

- tCH 2 )3-0-CH 2 



RN 625418-51-1 CAPLUS 

CN Benzeneacetic acid, 2-methoxy-, 1 3- [ (4-chlorophenyl) acetyl) -7- (4- (3- ( (2- 
methoxyphenyl ) methoxy] propoxy J phenyl 1 -3, 9-diazabicyclo [3. 3. 1] non-6-en-6- 
yl]methyl eater, mono (triCluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 625418-50-0 

CMF C42 H45 CI N2 07 



YjL I 

] <^— CH2-C 



hetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of 7-aryl-3, 9-diazabicyclo [3 . 3 . lJnon-6-ene derivs. as renin 
inhibitors in the treatment of hypertension, cardiovascular or renal 
diseases) 
625418-50-0 CAPLUS 

Benzeneacetic acid, 2-methoxy-, [3-[ (4-chlorophenyl ) acetyl] -7- | 4- [3- I (2- 
methoxyphenyl)methoxy)propoxy) phenyl} -3, 9-diazabicyclo [3. 3. l)non-6-en- 6- 
yljmethyl ester (9CI) {CA INDEX NAME) 




O- (CH2>3-0-CH2 



CRN 76-05-1 
CMF C2 H F3 02 
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F 
I 

F— C- CO2H 
F 



RN 625418-52-2 CAPLUS 

CN Benzeneacetic acid, 2-methoxy-, 

[7- [4-[3-[ (2-methoxyphenyl)methoxy]propoxy 

) phenyl 1 -3- ( 2-quinoxalinylcarbonyl ) -3, 9-diazabicyclo [3.3.1] non-6-en-6- 

yUmethyl ester (9CI) (CA INDEX NAME) 




RN 625418-53-3 CAPLUS 

CN Benzeneacetic acid, 2-methpxy-, 

[7- [4- 13- ( (2-methoxyphenyl)methoxy]propoxy 

] phenyl] -3- (2-quinoxalinylcarbonyl) -3, 9-diazabicyclo [3 . 3 . 1] non-6-en-6- 
yljmethyl ester, trifluoroacetate (9CI) (CA INDEX NAME) 

cm 1 

CRN 625418-52-2 
CMF C43 H44 N4 07 
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CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

I 

F-C-C02H 
F 

RN 625418-54-4 CAPLUS 

CN Benzeneacetic acid, 2-methoxy-, 

[7- [4- [3-[ (2-methoxyphenyl)methoxy]propoxy 

) phenyl] -3-[ (phenylmethyl)sulfonyl] -3, 9-diazabicyclo [3. 3. 1] non-6-en-6- 

yl) methyl ester (9CI) (CA INDEX NAME) 




RN 625418-55-5 CAPLUS 

CN Benzeneacetic acid, 2-methoxy-, 

[7- [4-[3- l (2-methoxyphenyl) methoxy] propoxy 

) phenyl J -3- [ (phenylmethyl ) sul f onyl ] -3, 9-diazabicyclo [ 3.3.1) non-6-en-6- 
yl] methyl ester, mono (trifluoroacetate) (9CI) (CA INDEX NAME) 



